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ment [Lubowe], *665 
mucinosa [Johnson et al.], *395 
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Corticotropin 

treatment of acute 

[Winkelmann & Lorenc], 
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Dermabrasion 
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Dermatitis-——continued 
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EDITORIALS 
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Er uption 
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de Erve], 101 
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[Canizares], 742 

pemphigoid: case for diagnosis [Barker], 
741 


Erythema 
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multiforme, caused by penicillin [Yaf- 

fee], 591 
multiforme, with dermatitis exfoliativa 
[Goldman & Goldman], 714 


handling 
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Erythema—continued 


multiforme or dermatitis. herpetiformis? 
[Costello], 603 


of soles, congenital, with ore of heels - 


[Bloom], 726 


Erythroderma 
psoriatic [Miller], 615 
psoriatic exfoliative: electrophoretic 
patterns [Samitz & Pomer antz], “641 
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Querat: recurrence after cessation of 


topical hydrocortisone [Reed]. 587 
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nucleus pulposus [Lockwood]. 364 
midline: lethal granuloma [Alexander], 
*390 
Fatty acids . 
-in aene [Hubler], *644 
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- subcutaneous infections [Sams & Beck], 
*294 
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skin infections, sadaa, pathogenesis 
{Blank et al.], *524 < 
static effect of hydrocortisone and an- 
alogues [Sauvan & Sutton], *58 
Fusarium oxysporum 
infection of nails [Ritchie & Pinkerton], 


*705 
l G 
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al.], *805 
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[Prazak & Ferguson], *334 
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phosphate traatment [Mandel], *352 
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faciale [Johnson et al.], *42 
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356 
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*390 
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[Blank & Roth], *259 
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*681 . 
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*228 
Hamartoma 
vascular, multiple progressive, of leg 
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& Loutzenhiser], *336 


Hemosiderosis 
benign [Menagh], 361 
gestationis [Brodey], 728 
simplex: influence of specific antibody 
[Wheeler & Canby], *86 
simplex and zoster: immunologic aspects 
[Baldridge], *299 
Histiocytosis 
ease [Lever], 608 
Hodgkin’s disease 


pruritus: treatment with demecolcine 
-—[Moschella &- Kretzschmar], *536 
Hula-hoop 
dermatitis [Holtzman], 590 
Hydrocortisone 
and analogues: fungistatis [Sauvan & 
Sutton], *53 
Hyperkeratosis 


follicularis et parafollicularis in cutem 
penetrans [Gropen], 495 
histochemical study [Steiner], *436 
Hyperlipemia 
idiopathic, with secondary xanthoma- 
tosis [Pascher & Gay], 490 


I 
Ichthyosis 
from use of 10% sodium chloride oint- 
ment [Lubowe & Mandel], 108 
oligophrenia, spastic diplegia, 
[Frazier], .607 
Incontinentia pigmenti 
case [Canizares], 740 
cases [Stoughton et al.], 600 
International Committee of Dermatology, 
712 


` K. 
Keloid 
following circumcision [Wexler], 110 - 


Keratin 

peripilar casts [Scott], *654 
Keratoacanthoma 

experimental, in chicken [Higdon], *189 
Keratosis 

blennorrhagica [Albert & Crone], “581 


L 


and 


Leprosy 
case with rare histopathological feature 
[Weiner], *709 
lepromatous [Claiborne], 369 
Letterer-Siwe disease _ 
case [Canizares], 611 
case [Wollman], 123 


Leukemia 
cutis, or lymphocytic infiltration [Or- 
fuss], 111 
Lichen 


myxedematosus [Zakon et al.], *519 

planopilaris [Tye], 733 

planus: case [Sternberg], 120 

planus circumfollicularis corneus come- 
doniformis [Ryan], 497 
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Lichen—continued 


planus hypertrophicus [Niedelman], 124 

planus, hypervrophic, or mycosis fun- 
goides: case for diagnosis [Burgoon 
& Harun], 868 

planus, linear: case [Murphy], 121 

scierosus et atrophicus [George], 370 

sclerosus et atrophicus: case [Felsher 
& Johnston], 113 


striatus [Stariceo], *811 
Lupus 
erythematosus: case [Pascher & Cly- 
man], 109 
erythematosus: case for diagnosis 


[Folan et al], 729; 
Miura], 368 

ervthematosus: digital blood flow rates 
[Farber et al.], *340 

erythematosus: relation of systemic to 
discoid [Scott & Rees], *422 

erythematosus, chronic disseminated dis- 
coid [Andrews], 258 

erythematosus, discoid [Sternberg & 
Laden], 116 

erythematosus, discoid, with conjuncti- 
vitis and scarring of eyelids [Tol- 
man], 608 l 

erythematosus, discoid: Triquin treat- 
ment [Sheard & Mavcikno l, 717 


Lymphoblastoma 


case for diagnosis [Cipollaxo], 739 
in remission [Nelson], 115 


[Slominski & 


Lymphosarcoma 
skin involvement [Ginsberg & Miller], 
480 
M 
Medrol: See Prednisolone, methyl 
Melanoma 
ease of 80 years’ duration [Nelson], 
255 
Meti-Derm: See Prednisolone 
Methoxsalen 
and sun tanning [Stegmaier], *148 
treatment of vitiligo [Elliott], *237 
Micrescope 
dark-field, simple portable [Goldman], 
589 
Moniliasis 
cutaneous: unusual forms [Rothman], 
598 ; 
Mucinosis 
papular, Dalton and Sidell [Zakon et 
al.], “519 
Mycosis 


fungoides, or hypertrophie lichen 
planus: ease for diagnosis [Burgoon 
& Harun], 363 

fungoides, treated with electron beam 
[Farber et al.], 498 


Mycostatin: See Nystatin 
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Nails 
fluorescent material in [Levit], *96 
Fusarium oxysporum infection [Ritchie 
& Pirkerton], “705 
Trichophyton infection [Costello], 251 
Necrobios:s 
lipoidica diabeticorum: case with un- 
usual lesions [Witten & Pascher], 492 
lipoidice, diabeticorum, with acanthosis 
nigricans, juvenile type [Rothman & 
Lynfield], 113 
lipoidica. diabeticorum with alopecia 
showing sarcoid-like reaction i 
liams], 366 


‘Nelson Paul Anderson Prize Essay con- 


test, 258 


Neurilemmoma 
of tongue [Mereantini & Mopper], *542 
Neurocermatitis 
generalized, or collagen disease: 
for diagnosis [Cipollaro], 738 
Neurofibromatosis 
cutis laxa, of left lower extremity, and 
congenital heart disease [Burgoon & 
Harun], 365 


Nevus 
basal-cell [Howell & Caro], *67 
flammeus, with involvement of deep 
vessels [Dougherty], 606 
junction: case [Lewis], 611 
unius lateris: case for diagnosis [Til- 
ley], 609 
New, NEWER, AND NEWEST, 127, 245, 378, 
488, 595, 745 
Nicotinic acid 
tetranydrofurfuryl ester: cutaneous re- 
action to [Murrell & Taylor], *545 
Nystatin 
acrodermatitis enteropathica 
with [Whitmore], 594 


case 


treated 


O 
Oligophrenia 
phenvlpyruvic: light-sensitive and pig- 
mentary characteristics [Hassel & 
Brunsting], *458 
Oxytetracycline 
hydrechloride and polymyxin B sulfate 
powder [Barefoot], *455 


P. 
Parapsoriasis 
acute: corticotropin treatment [Winkel- 
mann & Lorenc], *512 


Patch tests 


value in dermatology [Becker & 
O’Brien], “569 
Penicillin 
erythema multiforme due to [Yaffee], 
591 


urticaria, chronic, from dairy products 
[Zimmerman], *1 
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Piedra ` 
case [Hitch], 99 
Pityriasis 
lichenoides et varioliformis acuta [Szy- 
mansk], *7 | 
Planing 
skin [Hoehn], 599 
Polymyxin B 


sulfate and oxytetracycline hydrochlo- | 


ride powder [Barefoot], “455 


Prednisolone 
aerosol [Reiss & Kallos], 103; [Robin- 
son], 103 
methyl: treatment of alopecia uni- 
versalis [Lubcwe], *665 


Progeria 
case [Rostenberg & Rosenthal], 112 
antipruritic drvgs: clinical evaluation 
{[Cormia & Dougherty], *172 
Hodgkin’s disease: demecolcine treat- 
ment [Mosckella & Kretzschmar], 
*536 


Pseudohypoparathyroidism 
. Seabright Bantam syndrome [Laymon 
& Zelickson], *194 
Psoriasis 
Aristocort treatment 
Davidson], 359 
gamma globulin treatment [Samitz & 
Pomerants], *641 
psoriatic family tree 
Shair], *661 
triameinolone creatment [Greenlee & 
Epstein], *350 
Purpura 
recurrent [Tyej, 731 
thrombocytopenic, eczema, and recur- 


[Netherton & 


[Grayson & 


ring infections [Mills & Winkel- 
mann], *466 l 
R 
Radiation: See also X-rays 
` therapy, dermatologic: reduction of 


gonadal -dose [Andrews & Domonkos], 
*449 ` 
Ragweed 
seasonal dermatitis [Cohen], *828 
Rectum - 
chancre [Wells et al.], 719 
Relaxin . 
treatment of diffuse progressive sclero- 
derma [Evans], *150 


Releasin: See Relaxin 


S 
Sarcoid 
Spiegler-Fendt: case for diagnosis [Cos- 
tello], 605 
Sarcoidosis 


tuberculous, in Negro [Bloom & Day], 
494 


Sarcoma 

reticulum-cell [Nelson], 613 
scales 

fluorescent material in [Levit], * 


Scleroderma 
diffuse’ progressive: 
[Evans], *150 
localized, of breast [Dowdy], 371 
Serotonin 
effect in normal and atopic skin [Clen- 
denning et al.], *503 
Serum 
precipitation studies [Felsher & Levit], 
*§656 
Shock 
anaphylactic: tissue electrolyte changes 
[Nelson], *444 
Shoes 
dermatitis due to: diagnosis and man- 
agement [Fisher], *267 
Skin 
marking’ technique [van de Erve], 244 
Smoking: See Tobacco 


SOCIETY TRANSACTIONS 
Bronx Dermatological Sociezy, 108, 484 
Chicago Dermatological Society, 112 
Cleveland Dermatological Society, 356, 
597, 598 ~ 
Detroit Dermatological Society, 361 
Los Angeles Dermatological Society, 
115, 116, 248 
Manhattan Dermatological Society, 603, 
726 
Metropolitan Dermatological Society of 
Los Angeles, 116, 120, 495 
New England Dermatological Society, 
729 
New York Dermatological Society, nhs 
611, 735 
Philadelphia Dermatological 
123, 363 
Staphylococci 
dermatoses, chronic, due to: gamma 
globulin therapy [Morginson et al.], 
*B05 
Stevens-Johnson syndrome: See Erythema, 
~ multiforme 
Sulfonates 
and thiocyanate in dermatcses [Felsher 
& Levit], *656 
Sunburn 
reaction, acute: triamcinolone treatment 
[Cahn & Levy], 716 
Syphilis 
false-positive reactors: laboratory 
studies [Miller et al.], *206 
papilliferum, simulating angioma [Un- 
derwood & Green], 122 


relaxin therapy 


Saet 


T 
Tinea 
capitis: cultures from ease [Helms], 
250 
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Tinea—continued 
capitis, black-dot: infectivity and family 
incidence [Raubitschek], *477 
Tobacco | 
smoking, necrobiosis lipoidiea, granu- 
lomatosis disciformis chronica pro- 
gressiva [Ringrose], 635 
Tongue 
neurilemmoma: [Mercantini & Mopper], 
*542 


Triamcinolone 

prolonged administration 
tologic disorders [Kanof et al.], “631 

treatment of acute sunburn reaction 
[Cahn & Levy], 716 

treatment of psoriasis [Greenlee & Ep- 
stein], *350 

treatment of psoriasis [Netherton & 
Davidson], 359 


Trichoepithelioma 
' case [Peck], 726 
Trichophytosis 
T. rubrum, with dermatitis-like derma- 
tophytid [Lewis], 736 
Triquin 


in lupus erythematosus, discoid [Sheard 


& Marciano}, 717 
Tuberculid 


rosacea-like: case for diagnosis [Cani-. 


zares], 612 
of skin [Orfuss], 108 
Tumcrs 
smooth-muscle, of skin [Montgomery & 
Winkelmann], *32 
vascular, of skin of adult [Winer & 
Levin], *17 


U 


Union of Soviet Socialist Republics 
education of dermatologist [Ober- 
mayer]; *218 . 
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University of California at Los Angeles 
seminars in Dermatology, 482 
University of Minnesota 
continuation course in allergy, 625 
University of Oklahoma 
course in radiation treatment, 137 
Uranium 
processing plant: skin eruptions of 
workers [Kile & Quigley], *383 
Urticaria 
cold [Nelson], 737 
penicillin, chronic, from dairy pr oducts 
[Zimmerman], +1 . 
pigmentosa [Davis et al.], *649 
sensitivity to corticotropin [Stritzler], 
110 


y 
Vaccinia 

immunologic aspects [Baldridge], *299 
Vitiligo 


methoxsalen treatment [Elliott], #237 


wW 


Weber-Christian disease 
case for diagnosis [Levy & Wheeless], 
-870 


X. 
Xanthoma 
tuberosum multiplex with hyperlipemia 
[Stritzler], 111 


Xanthomatosis 
nodular myxedema, and nodular sub- 
epidermal fibrosis [Walters], 496 
X-rays 
radiazion in dermatologie therapy [A]- 
den et al.], *159 





Chronic Penicillin Urticaria from Dairy Products, 
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MURRAY C. ZIMMERMAN, M.D., Whittier, Calif. 


Introduction © 


Penicillin reactions have produced over 

` 1,000 deaths in the U..S. A.+ The reactions 

are increasing steadily in both frequency 

~ and severity. Part of this increase may be 

due to allergies developed by the daily ex- 

-posure of millions of Americans to peni- 

-cillin-contaminated dairy products.2% This 

article is written to review the subject and 

to present four case reports proving for the 

first time that penicillin contaminating milk 
causes allergic reacticns. 

>~ Penicillin is widely used to treat mastitis 

in cows.*®% From this use, it contaminates 

a high percentage of American milk.?*6 

Penicillin in milk may sensitize nonallergic 

people or may provoke or prolong reactions 

in previously sensitized patients. Dr. Henry 

4. Welch, the Director of the Division of 

Antibiotics of the Food and Drug Adminis- 

, . tration (FDA), summarizing the problem 

in 1957, stated, “We do not have a single 

proved case of a reaction following the in- 

gestion of fluid milk known to contain peni- 

cillin.” ? This statement was correct at that 

fime, because diagnostic proof through 

n therapeutic response to penicillinase was not 

then possible. As proof of the allergenicity 

of dietary traces of penicillin, the following 


evidence is now offered on four patients: 


Submitted for publication July 16, 1958 

From the University of Southern California 
School of Medicine Department of Medicine (Der- 
« - matology); Maximilian E. Obermayer, Chairman 
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Proved by Penicillinase Cures 


l. Each patient had a previous typical allergic 
reaction to penicillin. 


2. The previous symptoms of known penicillin 


reaction were duplicated repeatedly by ingestion 
of dairy products. 

3. The reactions cleared rapidly after an injec- 
tion of penicillinase——-a penicillin-destroying enzyme 
with no efect on anything but penicillin” 

4. The patients could eat dairy products without 
subsequent allergic reaction if given a prophylactic 
injection of penicillinase first. ' 


“Review 


Mastitis in Cattle—At any given time, 
more than 25% (6,500,000) of the 26,000,- 
- 000 dairy cattle in the United States have 
mastitis. This affects one or more of the 
four quadrants of the cow’s udder. It may 
be caused by many strains of bacteria, most 
commonly by Staphylococcus pyogenes var. 
aureus and Streptococcus agalactiae.** 


Milk from cows with mastitis smells and 
tastes bad. Mastitis cuts milk production 
of a cow 50% in quality and 25% in butter- 
fat content, hence its elimination is profit- 
able. 


Penicillin Treatment of Mastitis—Ther- 


apy in 1946 was 20,000 units of soluble 
penicillin, by catheter instillation up the 
teat duct into the affected quadrant. As 
penicillin became cheaper, and as resistant 
strains of organisms began to develop, in- 
soluble penicillin was used, and the recom- 
mended. dosage became progressively higher. 
Since 1950, standard therapy has been 
1,000,000 units instilled “at any suspicion 
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of mastitis.” At least 49% of this instilled 
penicillin can be recovered from the milk. 
Other antibiotics have been used as substi- 
tutes or in conjunction, but penicillin has 
remained the treatment of choice. 

Penicillin in Milk.—In 1948, and subse- 
quently, there were complaints from the 
dairy industry that milk was so heavily 
contaminated with penicillin that it could 
not be turned into cheese.” 13 Investigation 
showed that 0.1 units of penicillin per milli- 
liter of milk partially inhibited, and 1.0 
units completely inhibited cheese-making 
strains of bacteria. The complaints of 
cheese-makers have been numerous and 
vociferous, since this represented an eco- 
nomic loss. 

Presence of penicillin is explained by 
inadequate discard of milk from udders 
treated for mastitis. It is also suggested by 
many authors, always by apophasis, that 
penicillin is used by unscrupulous dairymen 
to lower the bacterial count of substandard 
milk. (The grading of milk, “A,” “B,” and 
“C,” is not on quality, but purely on bac- 
terial count.) | 

Many articles have appeared in the non- 
medical literature reporting penicillin levels 
of routine commercial milk samples. Meas- 
urable quantities of penicillin were found in 
as high as 96% of milk samples tested. 
Statements such as “We have all drunk 
milk contaminated with penicillin” è abound. 
A 1957 report of investigation by the FDA, 
after spot-checking 1,700 grocery store 
samples from 48 states and the District of 
Columbia, stated that 11% were contami- 
nated with measurable amounts of peni- 
cillin, the maximum being 550 units per 
quart of milk 

Previous Efforts at Control of Penicillin 
Contamination in Milk—The FDA, as well 
as many state control agencies, recommend- 
ed labeling penicillin sold for treatment of 
mastitis with the suggestion that milk from 
a treated quadrant be discarded for three 
days. (“Most” soluble penicillin is elimi- 
nated from milk after three days of milk- 
ing; insoluble penicillin persists for eight 
days. It has been stated repeatedly that 
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even the suggested three-day discard is 
ignored.) 

The FDA has recommended that milk 
containing antibiotics be. considered as 
“adulterated.” Legislation to this erfect has 
been introduced in some states. In 1957, 
the FDA restricted the previous 1,000,000 
unit packets of penicillin used in treating 
mastitis to a future maximum of 100,000 
units. They have also been searching, so 
far without success, for a long-lasting 
harmless dye to add to each penicillin 
packet which would discolor the milk for 
three days, forcing its discard.° 

Previous Efforts to Prove Allergenicity. 

On Sept. 10; 1956, a medical advisory 
panel met with the Commissioner of the 
FDA to consider public-health aspects of 
the presence of antibiotics in market milk. 
Two panel members were selected to study 
highly sensitive human volunteers to deter- 
mine whether ingestion of milk containing 
concentrations of penicillin found in market 
milk would cause allergic manifestations. 
The recent availability of Neutrapen * 
(penicillinase purified for parenteral use) 
has obviated the necessity for this danger- 
ous, inconclusive, and unsatisfactory. ap- 
proach. 

Evidence of Allergenicity.—Contamina- 
tion of a high percentage of muk with 
bactericidal quantities of penicillin has been 
shown.?*:5943 A’ 2 qt. milk drinker could 
ingest over 1,000 units daily. The fact that 
the penicillin “naturally” present in milk 
has not previously been proved to cause 
allergic reactions is outweighed by the fact 
that this is almost a billion times more peni- 
cillin than has previously been shown nec- 
essary to provoke reactions. Coleman and 
Siegel reported a patient with a reaction on 
passive transfer to 0.00001 units of peni- 
cillin.44 Bierlein’s patient went into shock . 


* Penicillinase, as used in all reported cases of 


human patients, was Neutrapen, purified from the 
secretion of Bacillus cereus Strain NRRL B-569 
by SchenLabs Pharmaceuticals, Inc., and provided 
for research purposes by B. Marr Lanman, M. D, 


-Directer of Clinical Research, SchenLabs Phar- 


maceuticals, Inc. 
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when skin tested witk 0.000003 units of 
penicillin. 
Injection is not necessary. Carter and 


_ Cope’s patient went into anaphylactic shock 


and coma within seconds after applying 
penicillin ointment to her eyelid margins.*® 
Comparing these almost molecular quanti- 
ties to the quantities of penicillin ingested 
in milk, further proof should not be neces- 
sary, unless penicillin is bonded or inacti- 
vated by its mixture with milk. That it is 
not is shown by case histories, below. 
Penicillinase—Summary.—Penicillinase is 
an enzyme which destroys penicillin, ren- 
dering it nonantigenic and nonantibiotic. 
One 800,000. unit injection of Neutrapen 
injectable penicillinase in human volunteers 
maintains the blood free from measurable 
quantities of penicillin for four to seven 
days, even though 800,000 unit injections of 
penicillin are continued twice daily through- 


` out this time.’ This shows that penicilinase 


is excreted slowly, its effect persisting from 
four to seven days after one injection. 

If any penicillin remains in the system 
(for example, from a prior injection of 
long-acting insoluble repository penicillin), 
or if new penicillin exposure occurs, a new 
outbreak of allergic symptoms may be ex- 
pected 4718 after the penicillinase effect has 
worn off. These subside with more penicil- 
linase. Previous clinical reports on peni- 
cillinase in the treatment of penicillin 
reactions indicate that the response is pre- 
dictable and the drug highly effective. It 
does not treat the allergic reaction per se; 
it destroys the antigen provoking the re- 
action. In over 90% of previously reported 
cases, one or two injections of penicillinase 
have cleared all symptoms in 12 to 96 hours. 

Pemcilinase Identity Test-—The FDA 
differentiates penicillin from other antibi- 
otics by the “penicillinase identity test.” A 
zone of inhibition develops on culture plates 
of Sarcina lutea (sensitive to 0.005 unit 
of penicillin per cubic centimeter} when 
exposed to samples of suspected substance 
(e. g, milk). No zcne of inhibition devel- 
ops around .another portion of the same 
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substatice previously incubated with peni- 
cillinase. This is “positive identification of 
penicillin.” 1 | . 
The in vitro procedure uses an observable 
characteristic (inhibition of growth) of a 
living organism (S. lutea) as a biologic 
end-point indicator. In this form, the test 
is sensitive to 0.005 unit of penicillin per 
cubic centimeter. The test should not be 
less valid because a living patient rather 
than a test tube is used as a “container” for 


the reaction. The “in vivo” biologic end- 


point indicator (freedom from allergic 
symptoms) achieved as an easily observable 
characteristic of another living organism 
(Homo sapiens) is a far more sensitive 
indicator. Bierlein’s * patient, for example, 
would be a biologic indicator for 0.000000- 
000003 unit of penicillin per cubic centi- 
meter of patient, if as much as two-thirds 
of the test injection of penicillin was thor- 
oughly mixed in the patient. For this rea- 
son, the rapid response to penicillinase of 
the patients reported in this article is con- 
sidered strong evidence. 


Report of Cases 


Case 1—This 26-year-old man ad urticaria and 
arthralgia for three weeks after a penicillin injec- 
tiom in 1953. In 1957, his doctor prescribed. oral 
penicillin “O” and assured him that he could not 
be allergic to this because it was oral and because 
it was Type “O.” Ten days later, the patient 
developed hiving, joint swelling, and bullous 
erythema multiforme. He was treated with 
cortisone, corticotropin (ACTH), ephedrine, an- 
tihistamines, and calcium, all in heroic dosage, for 
the next six weeks. He was bedridden and 
miserable in spite of therapy. Physical examina- 
tion six weeks after onset revealed a widespread, 
severe erythema multiforme, scattered palm-sized 
flaccid bullae, and a swollen reddened right knee 
joint, acutely painful on motion. 


All other: therapy was discontinued. The patient 
was given 800,000 units of Neutrapen intramus- 
cularly (two months aiter his last penicillin). 
Subsequent to this, no new lesions developed and 
old areas cleared in 48 hours. 

Six days after penicillinase, the patient developed 
mild hiving in friction areas; 800,000 units of 
Neutrapen again gave complete rapid clearing. 
He was told at this time not to eat dairy products, 
ice cream, Roquefort or blew cheese, etc. 


' For seven weeks subsequently, the patient had 
intermittent, transient, and self-limited attacks of 
“mild hiving. He then flared enough to return 
for further treatment, He was under psychic stress, 
grieving over separation: from his wife, who had 
‘left him during the time that he was disabled, and 
was also under physical stress, trying to “make up 
for lost time” by going to school an additional 
six hours a day after working an eight-hour shift. 


These were considered possible causes for urticaria, 


since the patient denied penicillin exposure.. How- 


ever, 800,000 units of Neutrapen cleared him in 


a few hours. 


Several weeks later, the patient’s 
telephoned me on her own. initiative, to inform me 
that her son was the equivalent of an ice cream 
and milk shake drunkard. She said that he would 
avoid eating dairy products for days, but eventually 
would go on an ice cream and milk shake “binge.” 
Each of these “orgies” had been followed by a new 
outbreak of hiving. She said he had been ashamed 
to mention this to me. (Since he was suing his 
family doctor for prescribing penicillin, I felt this 


might also be a factor.) She also stated that he 
- had consumed dairy products with impunity during - 


the week following each of his Neutrapen injections 
and that after the third injection he had tried un- 
successfully to provoke a flare by massive dairy 
-product ingestion. A telephone conversation with 
the patient, pointing out to him the importance 
of avoiding further contacts with dairy products, 
resulted in complete permanent clearing of his 
urticaria. Discussion of this, factor with his 
attorney also resulted in dropping the malpractice 
suit against his family doctor. 


Case 2.—This patient had a repository sei 
injection seven days before he developed severe 
urticaria, erythema multiforme, arthritis, arthralgia, 
and fever. For 60 days, his symptoms were 
partially suppressed by massive doses- -of corticotro- 
- pin, prednisolone, antihistamines, epinephrine, cal- 
cium, etc. His maintenance dose of prednisolone 
had then been cut to 15 mg. daily, with constant 
moderate hiving on this dosage. 


Nine weeks after penicillin, he was given 800,000 
units of Neutrapen.and cleared 95% in 48 hours. 
. Prednisolone was discontinued without flare. Seven 
days after penicillinase, he had a mild outbreak-.of 
urticaria only; 800,000 units, of Neutrapen cleared 
this in a few hours. Since then, the patient has 
had mild repeated attacks but only after ingestion 
of dairy products, 
and .has cleared completely with Neutrapen. Four 
outbreaks have been produced at the request of his 
internist or me. As little as 8 oz, of milk will 
bring on 2 new attack. 


This patient has had a total of 11 injections of 
Neutrapen. -He remains symptom-free on a milk- 
free diet. 
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Each flare has been urticarial 


If he takes Neutrapen in advance, he 
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can eat dairy products with impunity for foui to` 


eight days, depending on the dosage >f Neutrapen 
and the quantity of dairy products consumed in 


the later days. A saline injection (which the patient 


thought was Neutrapen), followed by ingestion of, 
dairy products, resulted in routine urticaria. 
CASE 3.—This patient had twice had persistent 


urticarias after penicillin injections, always after ~~ 


eating Roquefort cheese and usually after any. 


quantity of milk or ice cream. 


The day after an injection of 1 cc. of poliomye- - 
litis vaccine (a brand with 10-20 units of penicillin’ 


per cubic centimeter) he developed an urticarial 


reaction, which continued in spite of corticotropin,” 
antihistamine, and corticosteroid therapy. On the 


18th day, he received 800,000 units of Neutrapen. 
All other therapy was discontinued; 


‘in. 24 hours, - 


the patient was symptom-free. On my urging, he - ` 


ate Roquefort cheese for the next two days without 


recurrence, 

This patient stated that he voluntarily limited his 
intake of dairy products because he had found 
from experience that they gave him hives. He 
refused to be a party to any further experimentation 


with: 9enicillinase prior to or subsequent to his’ 
ingestion of milk and/or clieese because the one | 
penicillinase injection had ‘given him asore, ‘up 


for 24 hours. 


Case 4.—This 35-year-old woman received her . 
1957, for. an. 


last penicillin injection’ Des. 23, 
industrial injury. Progressive urticaria started 


Dec. 29. She had had no previous urticaria, 


penicillin allergy, or other allergy. , 


On Dec. 30 she had severe -generalized urticaria E 


and was given 800,000 units of Neutrapen. ‘Clearing 


was dratnatic, within 12 hours. She was completely 


clear cn the fourth day, then flared on the sixth 
day (Jan. 5). 
brocucis and Roquefort cheese. On Jan, 7, she 
receive] 80,000 units of Neutrapen, ‘with rapid 
clearing. On Jan. 10, she had a few new hives, 


She was told nat te eat dairy 


clearing aid remaining clear after a third 800, 000 ` i 


units of Neutrapen, Jan. 11. 
On’ Feb. 4, 


lin exposure. On my insistence that she must have 
had a new exposure if penicillin was zhe inciting 


allergen and my refusal to’ give her penicillinase, . 


she finally admitted that she ate Roquefort. cheese 
three hours before the hiving started. Afterward; 


she stated that she had eaten this before the last: 


she was seen again with” a new 
- severe outbreak of urticaria, She denied all penicil- ` 


flare, too. She laughed and said, “I didn’t think | 


you could find out so easy if I cheated 4 little bit.” 
(Her urticaria was an industrial disability, so her 


reluctance to admit outside factors is understand- 


able. ) 

Penicillinase cleared her again, with 
during. the next three days, although- 
Roquefert at my request, On Feb. 123 


no flare 
she ate 
, she had 
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had no hiving. Between Feb. 13 and March 7 she 
‘produced five mild self-limited urticarial reactions 
subsequent to five ingestions of Roquefort cheese, 
at my request. 


Penicillinase Diagnosis and 
Management of Urticaria 
Chronic urticaria is notoriously difficult 
to cure. It is even more difficult to ascribe 
to a proven etiologic agent. Any patient 


with chronic urticaria, in whom penicillin 


sensitivity is suspected, should have 800,000 
units of Neutrapen. Clearing in 12 to 96 
hours, and staying clear for four to seven 
days, suggests that the inciting allergen is 
penicillin. Patients clearing after a penicil- 
linase injection, who relapse after four to 
seven days (i. e, when all the injected 
penicillinase has been excreted or broken 
down), should abjure milk, ice cream, other 
dairy products, and Roquefort or bleu 


` cheeses containing crude Penicillium species 


molds. Since percutaneous absorption of 
penicillin secreted by fungus parasites on 
the skin has been suggested as a sensitizing 
or eliciting factor in allergic response,” 
any existing dermatomycotic infection 
should be treated. Repeated small doses of 
penicillinase might be given to prevent 
urticaria or for the occasional patient who 
wants to “splurge? on an orgy of milk 
shakes, ice cream, or other dairy delicacies. 
Certified raw milk might also be tried, since 
it is claimed to be penicillin-free. 


Comment 


The foregoing case histories would indi- 
cate that penicillin in dairy products not 
only can act but is acting as an eliciting 
dose for allergic reactions. It is probably 
also acting to sensitize previously nonaller- 
gic patients. 

A report by Epstein described patients 
with chronic penicillin reactions lasting up 
to 15 months.2° When Neutrapen was made 
available on a research basis, and -I was 
looking for penicillin allergies on which to 
try it, I called Dr. Epstein to see whether 
-any of these patients might still be active 
and suitable for penicillinase treatment. He 
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stated that his entire series of patients had 
recovered after he stopped their consump- 
tion of dairy products, | 

While the amounts of penicillin necessary 
to produce an allergic reaction have been 
shown to be molecular, and while penicillin 
eruptions in my experience have cleared 
without recurrence a few hours after one 
injection of Neutrapen, after continuing 
unabated for as long as 5 months, a 15- 
month allergic eruption, without new ex- 
posure to the antigen, is unlikely. Epstein’s 
patients were probably reacting to the peni- 
cillin in ‘dairy products. 

It is obvious now, as it has been for 
many years, that the contamination of dairy 
products with penicillin and other antibi- 
otics is undesirable. The FDA has taken 
many steps to control this. Increased pub- 
licity is necessary to explain to the dairy 
farmer the viewpoint of the allergist toward 
microgram doses of penicillin. A dye added 
to penicillin packets used for treating mas- 
titis, as suggested by the FDA, would be 
an excellent measure. Until the present 
time, there has been no way to prove that 
penicillin. was the allergen, in cases of milk 
allergy where-there have been unofficial and 
unsubstantiated complaints by physicians to 
the FDA. The penicillinase in vivo identity 
test here described makes such identification 
easy. As may be noted in Cases 1 and 4, 
deliberate deception by patients for compen- 
sation or lawsuit purposes was uncovered 
by thts test. 


Summary 


Traces of penicillin contaminating dairy 
products have previously been suspected but 


never proved as a cause of allergic reac- 


tions. Proof of allergenicity of penicillin 
in dairy products in four patients is based 
on the following evidence: (aì Patients had 
previous allergic reactions to penicillin. 


(b) This previously known penicillin aller-. 


gic reaction was duplicated repeatedly after 
ingestion of dairy products. {c) The reac- 
tion cleared rapidly after injection of peni- 
penicillin-destroying enzyme 
with no effect on anything but penicillin. . 
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(d) The patients could eat dairy products 
without subsequent allergic reaction if 
given a. prophylactic injection of penicil- 
_linase first. 

Even more stringent efforts: should be 
made to eliminate penicillin contamination 
of American milk. (The 1957 estimate was 
that 11% of milk samples are contaminated 
with measurable amounts of penicillin.) 


Patients with chronic urticaria where 
penicillin sensitivity is suspected should be 
given a test injection of penicillinase. If 
urticaria clears for four toseven days, peni- 
cillin sensitivity was probably the cause. 


Patients with chronic urticaria, where 


penicillin sensitivity is proved or suspected, 


should have dairy products, ice cream, and 
, Roquefort or bleu cheeses containing Peni- 
cillium species molds eliminated from their 
diets. 

If patients have a flare-up ae to seven 
days after a penicillinase injection, there is 


residual penicillin in the system which has. 


not been destroyed. Penicillinase injections 
should be repeated at four- to seven-day 
intervals, as necessary, to stop symptoms. 
If more than eight days pass before a 
new outbreak of allergic symptoms after 
an injection of penicillinase, then the peni- 
cillinase had destroyed all the penicillin in 
the system at that time. The new outbreak 
suggests that the patient either has hada 
new exposure to penicillin or that his new 
reaction is due to some other allergen. 


301 E. Hadley St. 
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Pityriasis Lichenoides et Varioliformis Acuta 


Histopathological Evidence That It Is an Entity Distinct from Parapsoriasis 


FREDERICK J. SZYMANSKI, M.D., Chicago 


The belief that pityriasis lichenoides et 
varioliformis acuta is a variant of para- 
psoriasis is based mostly on the assumption 
that there is a histopathological resemblance 
between the two conditions. Mucha empha- 
sized the microscopic similarities of pity- 
riasis lichenoides et varioliformis acuta and 
pityriasis lichenoides chronica. Since this 
original description, many observers, includ- 
ing Habermann, have agreed with Mucha’s 
concept. Recent studies by me have dis- 
closed distinctive microscopic alterations in 
pityriasis lichenoides et varioliformis acuta. 
These histopathological changes not only dis- 
tinguish the two conditions but they indicate 
a pathogenesis not considered previously. 
The results of histopathological and histo- 
chemical examination in Mucha-Haber- 
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mann’s disease and all forms of 


parapsoriasis will be discussed, This report 
will not include a discourse on the morpho- 
logic features and clinical behavior of these 
two diseases. 


Materials and Methods 


The present investigation was conducted on 
hiopsy tissues obtained from 62 separate patients. 
Of these, there were 18 cases of pityriasis 
lichenoides et varioliformis acuta, 37 cases of 
pityriasis lichenoides chronica, 5 patients with 
parapsoriasis en placques, and 2 with parakeratosis 
variegata. All tissues were fixed in formalin, and 
paraffin-block sections were stained with hematoxy- 
lin and eosin. Additional sections were stained 
by the following methods: Giemsa stain, Gomori’s 
iron reaction, Gomori’s reticulum stain, Gomori’s 
aldehyde fuchsin stain for collagen and elastic 
tissue, and Bennhold’s Congo red stain for 
amyloid. Sections from three cases of Mucha- 
Habermann’s disease were compared histochem- 
ically with four cases of pityriasis lichenoides 
chronica by the following methods: Montagna’s 
modification of periodic acid-Schiff method for 
glycogen, Feulgen and Rossenbeck stain for 
deoxyribonucleic acid, methyl green pyronin 


Fig. 1—Pityriasis 
lichenoides et varioli- 
formis acuta. Early 
papule. Low-power mag- 
nification shows the entire 
biopsy tissue. The most 
striking feature is the 
marked perivascular in- 
filtrate. Hematoxylin and 
eosin stain. 


for ribonucleic acid, Rinehart-Abul Haj method for 
acid mucopolysaccharides. 


Microscopic Examination 


Pityriasis Lichenoides et Varioliformis 
Acuta.—Twenty-two biopsy specimens were 
obtained from the eighteen cases of Mucha- 
Habermann’s disease available for our 
study. All of the characteristic lesions of 
this condition were included in our material, 
and the histopathological features of each 
stage will be described in detail. 

(1) Macule (Early): In the youngest 
lesion to be found in our collection, one 
only 24 hours in duration, the epidermis 
is not involved. The scale, the granular 
layer, and the rete pegs appear normal. 

In the corium, however, there are signs 
of activity. The superficial blood vessels are 
dilated and engorged with red blood cells. 
There is a noticeable and marked peri- 
vascular infiltrate consisting of lymphocytes. 
One also sees a small number of red blood 
cells that have migrated out of the vessels 
and now occur in the upper corium between 
the bundles of collagen. The pathologic 
alterations are similar to those seen in a 
toxic erythema, 

(2) Macule (Scaling): At this stage the 
epidermis is affected for the first time. The 
stratum corneum is slightly thickened with 
a mild but obvious parakeratosis. The 
granular layer is thinned in some areas and 


Fig. 2—Pityriasis 
lichenoides et varioli- 
formis acuta. Necrotic 
hemorrhagic papule. A 
large portion of the epi- 
dermis is eroded, with a 
thick scale crust over- 
lving it. 
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absent in other portions. There is mild to 
moderate hyperplasia of the epidermis, with 
a slight intercellular edema. 

One of the most striking features is the 
marked perivascular infiltrate surrounding 
the vessels in the upper dermis. The cells 
in this infiltrate are mostly lymphocytic, 
with an occasional histiocyte. Very im- 
portant and never described previously in 
this disease is the invasion of the vessel 
walls by lymphocytes. In addition, the 
endothelial cells are swollen, narrowing the 
lumen of the affected vessels. Although not 
evident morphologically, diapedesis has oc- 
curred, resulting in large numbers of red 
blood cells located in the dermis just beneath 
the epidermis, 

(3) Papule (Scaling): The epidermis ex- 
hibits moderate acanthosis with a loss of 
rete-peg structure. The horny layer is 
thicker than usual and contains parakeratotic 
nuclei, The granular layer behaves in the 
same manner as described in the scaling 
macular lesions. A new finding in the 
epidermis is the presence of large numbers 
of lymphocytes and red blood cells that have 
invaded the basal-cell layer and the lower 
prickle-cell layer, 

Just beneath the epidermis there are 
numerous lymphocytes and red blood cells, 
with a few histiocytes in a loose edematous 
corium. Again the most obvious aspect of 
the entire section is the heavy lymphocytic 
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mantel surrounding the superficial and even 
the deep vessels of the dermis. The vessel 
walls are thickened, with swollen endothelial 
cells in the upper vessels and hyperplasia 
of all of the layers in the deeper vessels. 
Invasion of the vessel walls by inflammatory 
cells seems to be an integral component 
of this disease. The pathological alterations 
involving the vessels resemble the changes 
seen in secondary syphilis, except for the 
noticeable absence of plasma cells. It is pe- 
culiar, but plasma cells were not found in 
any of the lesions of pityriasis lichenoides 
et varioliformis acuta. 

A hair follicle within this section is sur- 
rounded and invaded by inflammatory cells 


* Ssymanski 





Fig. 3—Pityriasis 
lichenoides chronica. His- 
tologic section reveals 
hyperkeratosis, parakera- 
tosis, and acanthosis. 
Superficial blood vessels 
are dilated and. sur- 
rounded by a mild in- 
flammatory infiltrate. 
Note that most pro- 
nounced changes are in 
epidermis. Hematoxylin 
and eosin stain. 


—mostly lymphocytes and only a few histio- 
cytes. 

(4) Vesicle: In this state the epidermal 
changes are as pronounced as those in the 
corium and the epidermis loses its normal 
architecture. An extensive exudative proc- 
ess occurs, characterized by an invasion of 
numerous lymphocytes and red blood cells 
into the epidermis, in association with a 
severe edema abolishing the normal appear- 
ance. The epidermis is so densely packed 
with invading cells that it is difficult to 
differentiate epithelial cells from inflam- 
matory cells. The upper corium is involved 
in a similar manner, with a very heavy 
infiltrate obliterating the border between the 
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Fig. 4—Pityriasis 
lichenoides et  varioli- 
formis acuta. High-power 
magnification shows 
thickening of all layers 
of blood vessels, with 
cells invading the vessel 
walls. The cells are pre- 
dominantly lymphocytes, 
with a few histiocytes. 
This is the vasculitis 
characteristic of Mucha- 


Habermann’s disease. 
Hematoxylin and eosin 
Stain. 


epidermis and the dermis. Diapedesis is 
profuse and seems to be an important 
feature in all phases of this disease. The 
superficial and deep vessels show the same 
changes described for the macular and 
papular lesions. However, there is a greater 
proliferation of the vessel walls, leading to 
complete occlusion in some areas. The skin 
appendages are not spared from the inflam- 
matory process occurring in this disease. 
(5) Necrotic Hemorrhagic Papule: The 
greatest portion of epidermis is absent with 
the formation of a large ulcer covered by a 
thick exudative scale crust. Fibrinous 
material, keratin, polymorphonuclear leuko- 
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cytes, lymphocytes, and red blood cells, 
along with degenerated inflammatory cells, 
are the components of the crust. The 


epidermis on each side of the crust shows 
the same changes seen in the epidermis of 
the vesicle, 

The portion of the corium beneath the 
ulcer exhibits a marked exudative process, 
with an extensive red blood cell and lympho- 
cytic inflammatory infiltrate. 

All of the blood vessels show the intense 
vasculitis and perivascular infiltrate so 
characteristic of other types. Some of the 
vessels are completely occluded by thrombi 
or by hyperplasia of the vascular elements. 
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Hair follicles, sweat glands, and sweat ducts 
show inflammatory changes, even to the 
point of complete destruction. Polymorpho- 
nuclear leukocytes are observed amongst the 
inflammatory cells invading the skin ap- 
pendages, but again plasma cells are absent. 


Pityriasis Lichenoides Chronica 


Sections stained’ with hematoxylin and 
eosin were studied from 37 cases ranging in 
duration from 6 months to 14 years. The 
author was impressed by the astonishingly 
slight histopathologic changes and by the 
similarity of many of the sections. 

The essential histopathologic changes are 
located primarily in the epidermis. Usually 
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Fig. 5—Pityriasis 
lichenoides et varioli- 
formis acuta. Complete 
occlusion of the blood 
vessels by proliferation 
of endothelial cells is 
noted. Hematoxylin and 
eosin stain. 


: 


there is mild to moderate acanthosis, but 
never as severe as in psoriasis. The horny 
layer is thicker than normal, and keratotic 
plugs are noted at times. Parakeratosis is 
practically always found. The granular cell 
layer appears to be normal ordinarily but 
may be thinned or absent in small areas. 
and 


always present, and occasionally spongiosis 


Intercellular intracellular edema are 
occurs with the formation of vesicles in- 
volving the prickle layer and the basal layer. 
Such vesicles usually contain a small number 
of lymphocytes. A surprising feature is the 
presence of frequent mitoses and abnormal 


cells in the prickle layer in many of the 
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sections of the Juliusberg type of para- 
psoriasis. 

In the dermis the superficial vessels are 
usually dilated. A perivascular infiltrate 1s 
sparse or moderately heavy. On rare oc- 
casions the infiltrate can be profuse. The 
vessel walls do not exhibit hyperplasia of 
the individual layers, and invasion of the 
vessel walls by inflammatory cells is also 
absent. Lymphocytes seem to be the com- 
monest cells in the infiltrated masses, but 
a few histiocytes are evident. Plasma cells 
are not a feature of parapsoriasis in any 
stage, 


Parakeratosis Variegata 


This form of parapsoriasis is exceedingly 
rare, and sections from two cases in which 
multiple biopsies were done were available 
in our collection, 

Microscopically the scale is thin, with a 
parakeratosis that must be considered as 
scanty. The epidermis exhibits a mild hyper- 
plasia, with a loss of rete pegs. Acanthosis 
is quite regular and even, down to a fairly 
straight horizontal line. Small abscesses 
containing lymphocytes and histiocytes are 
found in the epidermis. 

Extending across the upper corium there 
is a more or less sharply outlined band of 
inflammatory cells. The infiltrate is made 
up mostly of lymphocytes and histiocytes, 
and again there are no plasma cells. The 
blood vessels appear normal and do not ex- 
hibit any thickening of their different layers. 
Furthermore, the inflammatory cells are dis- 
tributed diffusely across the upper corium 
and they are not located perivascularly. 


Parapsoriasis en Placques 


There is a definite resemblance histo- 
pathologically between this member of the 
parapsoriasis family and parakeratosis 
variegata. 

The scale is thin, with a faint parakera- 
tosis. Acanthosis is mild, and the epidermis 
is enlarged evenly. Rete pegs are missing. 
Small groups of cells invade the epidermis, 
but in this condition histiocytes outnumber 
the lymphocytes. 


az 
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The infiltrate occurs as a band more or 
less in the upper corium. Again there is a 
preponderance of histiocytes over lympho- 
cytes, and plasma cells cannot be found. The 
vessels appear normal, and there is no un- 
usual distribution of inflammatory cells 
around them. 


Histochemical Examination 


Sections from three cases of pityriasis 
lichenoides et varioliformis acuta and four 
cases of pityriasis lichenoides chronica were 
stained by special methods. The following 
facts were elicited from this study: 

Gomorts Aldehyde Fucsin Stain.—Col- 
lagen and elastic tissue stained in a normal 
fashion. There was no apparent disturbance 
in the connective tissue in the two entities 
compared. 

Gomori's Reticulum Stain—No varia- 
tions in the staining reactions of the 
reticulum fibers of pityriasis lichenoides et 
varioliformis acuta and pityriasis lichenoides 
chronica. 

Giemsa Stain.—The study of cells is facil- 
itated by this method. Mast cells are fairly 
common in all of the sections but more 
numerous in Mucha-Habermann’s disease. 
Lymphocytes predominate, with a smaller 
number of histiocytes. The belief that 
plasma cells are not a part of the inflamma- 
tion in both diseases is confirmed by the 
Giemsa stain. Organisms were not demon- 
strated in any of the sections. 

Gomort's Iron Reaction.—Diapedesis of 
red blood cells into the dermis and epidermis 
is an important feature of Mucha-Haber- 
mann’s disease. However, free iron is not 
evident in this condition or in the Juliusberg 
type of parapsoriasis, 

Periodic Acid-Schiff Method.—There 
were no fungi in sections from either en- 
tity. 

Feulgen and Rossenbeck Method.—There 
was no difference in the staining quality of 
deoxyribonucleic acid in Mucha-Haber- 
mann’s disease and pityriasis lichenoides 
chronica. 
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Methyl Green Pyronin Method.—Ribo- 
nucleic acid stains with equal intensity in 
all sections, 

RSR Method for Sulfhydryl—No dis- 
turbance of sulfhydryl evident in any of 
the sections. | 

Bennhold’s Congo Red Stain—Amyloid 
could not be found in any of the sections. 


Periodic Acid-Schiff Method (Montagna 
Modification).—-In the Juliusberg type of 
parapsoriasis, a heavy deposit of glycogen 
is found in the upper half of the epidermis, 
whereas in Mucha-Habermann’s disease 
glycogen occurs in the middle half of the 
prickle-cell layer. There seems to be a pre- 
ponderance of diastase resistant substance 
in the keratin layer of pityriasis lichenoides 
chronica. There also seems to be a greater 
number of mast cells in Mucha-Haber- 
mann’s disease. 


Rinehart and Abul Haj Stain.—-Acid 
mucopolysaccharides which stain bright blue 
were not revealed. A basement membrane, 
orange-colored, surrounded the sweat glands, 
but a similar structure was not observed 
along the base of the epidermis in both 
conditions. 


Comment 


Many of the early observers have stressed 
the histopathological resemblance cf pity- 
riasis lichenoides et varioliformis acuta to 
pityriasis lichenoides chronica. Upon re- 
viewing the histopathological features of the 
two dermatoses under consideration, one is 
struck not by the similarity but by their 
differences. 

Mucha-Habermann’s disease is essentially 
a vasculitis with the epidermis involved 
secondarily. In the earliest lesion, the proc- 
ess resembles a toxic erythema, with all of 
the changes limited to the superficial vessels. 
In the early stage and in all phases, the 
perivascular infiltrate is characteristically 
and strikingly very heavy. It was this dense 
collection of lymphocytes and_ histiocytes 
surrounding the blood vessels that instigated 
this investigation. As the lesions advance 
in age, size, and character the vessel walls 


Şsymanski 


thicken, leading to complete occlusion fol- 
lowed by the formation of necrotic lesions. 
This process of vascular occlusion produces 
the typical necrotic hemorrhagic papules 
that are pathognomonic clinically of Mucha- 
Habermann’s disease. A few or many 
lymphocytes are located in the walls of the. 
involved vessels. The early writers on this 
subject have described the heavy infiltrate, 
but there has been no mention of the vas- 
culitis. | 


Diapedesis of red blood cells is also an 
integral feature of pityriasis lichenoides et 
varioliformis acuta. It is noted in all stages, 
mild in the earliest lesions, then increasing 
in severity, resulting in many red blood cells 
located in the epidermis, as well as in the 
corium. Finally, the well-known hemor- 
rhagic crusted papules are formed almost 
entirely by a solid mass of red blood cells. 


The study of parapsoriasis microscopically 
is discouraging because there are so few 
changes that can be considered specific and 
distinctive. This is not the case in Mucha- 
Habermann’s disease. Civatte in a lengthy 
review claimed that pityriasis lichenoides 
chronica is an epidermal disease. Confirma- 
tion of this hypothesis is obtained by study- 
ing early cases of the Juliusberg type of 
parapsoriasis. It is apparent that pityriasis 
lichenoides chronica is a low-grade inflam- 
matory’ process involving the epidermis 
primarily. Inflammation involving the super- 
ficial vessels of the dermis is minimal or 
moderate; rarely is it severe. Proliferation 
of the vascular walls and invasion of the 
vessel walls by inflammatory cells is never 
seen in the material available for study. 
The emphasis in this investigation has been 
on the comparison of Mucha-Habermann’s 
disease to the Juliusberg type of para- 
psoriasis. However, in the few cases of 
parapsoriasis lichenoides and parapsoriasis 
et placques, there was no resemblance 
microscopically to pityriasis lichenoides et 
varioliformis acuta. 


A definitive diagnosis of parapsoriasis 
cannot be made microscopically without 
benefit of clinical data. However, in the 
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papular, vesicular, and hemorrhagic lesions 
of Mucha-Habermann’s disease a histo- 
pathologic diagnosis can be made objectively 
when one becomes acquainted with the 
changes enumerated previously in this 
article. The combination of the vasculitis, 
the perivascular inūltrate, the diapedesis of 
red blood cells into the corium and epi 
dermis, and the thrombosis of superficial 
vessels, with the production of a necrotic 
crust, all add up to the diagnosis of pity- 
riasis lichenoides et varioliformis acuta. 
There are a few diseases which must be 
considered in a differential diagnosis. 
. Secondary syphilis =xhibits vascular changes 
and a perivascular infiltrate very similar, 
except for the presence of plasma cells 
which are completely absent in Mucha- 
Habermann’s disezse. Scholtz reported a 
case of morpholcgically typical Mucha- 
Habermann’s disease with histologic changes 
consistent with a diagnosis of secondary 
syphilis. The Wassermann and. Kahn tests 
of the blood were negative. All of the dis- 
cussers were struck by the resemblance to 
syphilis microscopically, and some doubted 


the validity of tke lood tests, requesting a 


repeat of the Wassermann and Kahn tests. 
Allergic vasculitis also must be considered 
because of the similarity of the vessels in 
the corium. Howerer, allergic vasculitis is 
characterized by the presence of eosinophils 
and polymorphonuclear leukocytes and by 
the necrosis of the -vessel walls. - Both of 
these features are ebsent in the sections -of 
Mucha-Habermann’s disease available to 


me. A toxic eruption is simulated by the 


changes seen in pityriasis lichenoides et 
varioliformis acuta In the former, pro- 
liferation and invasion of the vessel walls by 
inflammatory cells is never seen. 

Ingram claims that pityriasis lichenoides 
should not be regarded as a form.of para- 
psoriasis. He alsa states that pityriasis 
lichenoides et varioiformis acuta and pity- 
riasis lichenoides skould be considered as a 
single ‘entity, distiact from parapsoriasis 
guttata. All of this is based on morphologic 


14 


A. M. A. ARCHIVES OF DERMATOLOGY ` 


features and clinical behavior not apparent 
to me. 

_ From the data presented in this paper 
Mucha-Habermann’s disease should be con- 
sidered as a distinct’disease, separate from 
pityriasis lichenoides chronica and other 
forms or parapsoriasis. The recognition of 
vasculitis as a basis for pityriasis lichenoides 
et varioliformis acuta can be explained by 
improved staining techniques and also by a 
better understanding of such pathologic al- 
terations. Just as in pemphigus, many years 
elapsed before histopathologists recognized 
the significance of acantholysis and the. loca- 
tion of the bulla. An analagous situation 
may have occurred in Mucha-~Habermann’s 
disease, with the vasculitis being the im- 
portant but unrecognized feature. ` 


Histochemical studies, although interest- ` 
ing, cid not detect any consequential differ- 


ences between the two dermatoses. 


By segregating Mucha~-Habermann’s dis- . 


ease from parapsoriasis one can begin to 
consider new etiologic factors. With ‘a 
marked vasculitis as the essential pathologic 
feature, a toxic process must. be considered 
very strongly. A systemic disorder or dis- 
turbance should. be responsible for the 
strange entity known as pityriasis lichen- 
oides et varioliformis acuta, 


Summary 
On the basis of histopathologic data, 


Mucha-Eabermann’s disease should not be 
considered as a form of parapsoriasis. 

- The basic and essential histopathologic 
change in pityriasis lichenoides et varioli- 
formis acuta is a vasculitis, differing from 


pityriasis lichenoides chronica, which is 


primarily a disease of the epidermis. 
With the data presented, it is possible to 


make a histopathologic diagnosis of Mucha- 


Habermann’s disease objectively. 
55 E. Washington St. 
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ABSTRACT OF DISCUSSION 


Dr. Francis A. Erus, Baltimore: Dr. Szy- 
manski has not discussed the clinical features of 


these two diseases but has adhered to the histologic 
aspects. He has developed the. thesis that histolog-. 


ically the two entities are unrelated by studying 
in detail the histologic picture in 18 cases of 
pityriasis lichenoides et varioliformis and com- 
pared them with 37 cases of pityriasis lichenoides 
chronica. Most of us have not had the opportunity: 
to study so many cases of these two relatively 
rare and infrequent diseases. 


On histologic grounds, you would consider par- 


apsoriasis lichenoides chronica to be primarily an — 


epidermal: disease. I think that Dr. Szymanski 
may be a little wrong there. I think that a disease 
that may look primarily dermal may actually start 
or have its stimulus in the epidermis and the 
“toxin” be thrown down into the dermis and cause 
a visible reaction there first. 


He has presented exceilent reasons for consider- 
ing Mucha-Habermann disease as being different 
from the other forms of parapsoriasis. 

Since we cannot usually get multiple biopsy 
specimens, I wonder at what stage we are often 
lucky to get one and would it be best to obtain a 
biopsy specimen in the Mucha-Habermann syn- 
drome? 

I am sorry that Dr. Szymanski did not discuss 
in more detail Dr. McCarthy’s article. McCarthy 
considered the histopathology of parapsoriasis to 
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be rather diagnostic. Unfortunately, we studied 
this with our cases and we could not agree, and 
I thought, perhaps, Dr. Szymanski, after his study, 
might be able to help us., 


I wish to congratulate Dr. Szymanski on his 
research and the presentation of the actual paper, 
but I am afraid that others may have difficulty 
in differentizting the histologic picture of pityriasis 
lichenoides et varioliformis from other. severe in- 
flammatory toxic erythematous processes. One 
must also remember that the type of biopsy and 
the preparation of the biopsy material are very 
important factors in the interpretation of biopsies, 
especially from inflammatory lesions. I think that 
is one of the troubles where you do not have a 
special laboratory to do dermatopathology; that is, 
the general pathologist’s technique distorts the 
picture, and so one has more difficulty in in- 
terpreting the histopathologic picture. 


Dr. HAMILTON Montcomery, Rochester, Minn. ; 
I think that Dr. Szymanski is to be congratulated 
on making clear that Habermann’s disease has 
nothing to do with the guttate form of parapsori- 
asis, or whatever term you wish to apply to it. 


I always followed, the teachings of Dr. Oliver 
Ormsby thet Habermann’s disease was essentially 
am acute phase of the guttate parapsoriasis or 
parapsoriasis lichenoides. My associate, Dr. 
Winkelmann, however, pointed out to me that 
Habermann's disease was essentially a vasculitis, 

and, therefore, we are in entire accord with Dr. 
Szymanski, 


The presenter has shown that in Habermann’s 
disease we are dealing with a vasculitis. One 
might say, not just an arteriolitis but a venulitis, 
and it is my impression that it may be difficult 
always to make a diagnosis just on the basis of 
histologic findings. I thought I saw some necro- 
tizing changes in some of the lesions as depicted 
on the screen. Obviously, atrophie blanche presents 
an entirely different clinical picture. Vasculitis 
also occurs in the Lucio. phenomenon, which 
Latapi has so well described as endemic in. certain 
parts of Mexico in certain phases of lepromatous 
leprosy. Fred Weidman and many since him 
have described a vasculitis associated with erythema 
elevatum diutinum, but here the infiltrate is more 
in the nature of polymorphonuclear leukocytes. One 
could consider a lot of other vasculitities, including 
the condition’ termed by Zeek as allergic angiitis, 
and also described by the English and by Ruiter 
as forms of vasculitides. I think correlation of 
clinical and histopathologic findings is mnporieat in 
all of these conditions. 


Dr. Lours A. Brunstinc, Rochester, Minn.: I 
am in complete accord with the view which holds 
that this entity is distinct from parapsoriasis. Dr. 


“ 
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Szymanski’s emphasis on the element of necro- 


tizing vasculitis is well taken and may provide a 
clue to` the nature of the disease. Could this be 
an anaphylactoid reaction? A recent experience 
of mine tends to confirm this i impression. A young 
-man appeared with an exanthem of two weeks’ 
duration with the characteristic multiform lesions 
of pityriasis lichenoides et varioliformis acuta. 
The trunk was particularly involved with. all forms 
of primary lesions, including necrotic pustules. On 
the forearms, fingers, and toes, purpura was noted. 
There was no unusual systemic reaction. The 
histologic picture showed a superficial vasculitis 
similar to that described by Dr. Szymanski. Treat- 
ment in this case was given by means of a series 
of daily infusions of cortcotropin (ACTH) intra- 
vencusly for a week. At the end of that time the 
eruption had cleared remarkably, and’ the patient 
has since remained entirely well. 


Dr. GEoRGE C. ANDREWS, New York: I want 
to congratulate Dr. Szymanski on his paper and 


gay, from a clinical point of view, that I have’ 


been stucying a patient with this disease recently, 
-and I am impressed that it is a toxic erythema 
somewhat like an exanthem. It is one of the 
exanthemata, probably, and it is not ‘unlike 
rickettsiai pox. 
exanthem of undetermined origin. 

©- Dr. Louis H. Winer, Beverly Hills, Calif.: I 


wish to compliment Dr. Szymanski ‘for. taking this 


condition out of the group of parapsoriasis. I 
have not seen a case of parapsoriasis associated 
clinically with purpura. All cases of Habermann’s 
disease, at some time or other, clinically and 
histologically, manifest diffuse hemorrhage into the 
upper cutis. This may be due to vasculitis. 


Dr. Wier M. Sams, Miami, Fla.: Not too long 


ago, I had occasion to review the three cases of: 


Mucha-Habermann’s syndrome that I had observed 
in a period of 25 years in Florida. On the last 
local meeting that we held in January, I was unable 
to attend the clinic, but I sent out Case 4, which 
I thought was the most typical that I had observed. 
Within the ensuing two months. I observed a total 
` of six cases and was told that a second case 
presented at thé Januzry clinic was almost, but 
not quite, as typical as the one which I presented. 
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Two oz three of these patients had eruptions 
with the typical clinical picture of Mucha- 
Habermann’s syndrome, including the varioliform 
lesions. The remainder would fall clinically in the 
parapsoriasis lichenoides chronica group, but they 
did have the purpuric type lesions, and we came 
to the conclusion that we were dealing with some 
typeof an. exanthematous eruption, perhaps of 
virus etiology, which has not as yet been fully 


-explained.. In a very short time we have thus 


observed a: group of cases of a relatively rare 
disorder. Dr. Szymanski’s histological study in- 
dicates that we may obtain additional help for our 
clinical differentiation of patients with eruptions 


-of this type. 


Dr. FREDERICK J. Sane Chicago: Dr. 
Ellis states that there might be confusion with a 
toxic ' process microscopically. In, the main body 
of the paper I tried to differentiate many entities, 
among which is’ a toxic erythema. Mucha- 
Habernann’s disease differs from a toxic process 
by. the invasion of the vessel walls with inflamma- 
tory cells in the former and not in the latter. Dr. 
Montgomery mentions allergic vasculitis as a con- 
dition that might be difficult to differentiate from 
Mucha-Habermann’s disease. I feel that the necrosis 
and invasion of the vessel walls by polymorphonu- 
clear leukocytes is a feature of allergic ae 
and not of Mucha-Habermann’s disease. _ 

In answer to Dr. Brunsting, Mucha-Haber- 
mann’s disease resembles pityriasis rosea, secondary 
syphilis, and pityriasis lichenoides chronica. This 


morphclogic similarity is part of the reason why 


Mucha-Habermann’s disease is considered as a 
form of parapsoriasis. 
I must agree with Dr. Aedes that Mucha- 


_Habermann’s disease has all the appearance of 


an exanthem. The vascular changes are very 
similar to those seen in viral diseases and in 
rickettsial diseases. 

Dr. Winer is absolutely correct when he states 


‘that purpura is an important feature of this.con- 


dition. In an early lesion, one only 24 hours old, 
free rel blood cells are seen in the upper corium. 

Dr. Sams, the state of Florida must be under- 
going an epidemic of Mucha-Habermann’s disease: 
I have never heard of six cases in so short a period. 
Thank you very much. 


Acquired Vascular Tumors of the Skin in the Adult 


A Report of Five Unusual Cases 


LOUIS H. WINER, M.D., and GERALD H. LEVIN, M.D., Los Angeles 


Blood vascular tumors in the adult are 
a diagnostic and prognostic enigma. Their 
histologic interpretation also is debatable. 
These proliferating and recurring vascular 
tumors clinically are suggestive of neo- 
plasia. Although the majority of these 
lesions are benign, the possibility of malig- 
nancy cannot be overlooked. 


The lesions may vary in size from small 
papules to large tumors. The small papules, 
which may be red, cyanotic blue, or black, 
are caused by changes in the most super- 
ficial vessels in the cutis. At times there 
are also. changes in the overlying epidermis, 
such as atrophy, hypertrophy, and hyper- 
keratosis. The larger lesions involve the 
capillaries of the midcutis and even prolif- 
erate into the subcutaneous fat. Histologi- 
cally, these vascular tumors differ in the 
degree of maturation of the proliferating 
cells. The more mature form lumens, while 


the less mature form solid cords or masses ` 


of cells. 


Because of the great variation in clinical, 
as well as histopathological, appearance, 
many classifications have been offered with 
an attempt to combine the various types 
into groups having proliferation of capil- 
laries as a common denominator. Path- 
ologists have classified these tumors on a 
histologic basis; clinicians, on a clinical or 
a clinical and histologic basis. 
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Geschickter and Keasbey? grouped these 
lesions as benign hemangioma, mixed vas- 
cular tumor (angiomyoneuroma, or glomus 
tumor, and angioma associated with squam- 
ous- or basal-cell carcinoma), and malig- 
nant vascular lesion (metastasizing 
angioma, primary hemangioblastoma, and 
Kaposi's hemorrhagic sarcoma). 


Stout? listed these vascular lesions his- 
tologically inté two groups, benign-and ma- 
lignant hemangiomas. The benign consisted 
of capillary hemangioma, cavernous he- - 
mangioma, benign hemangioendothelioma, 
and benign hemangiopericytema. The glo- 
mus tumor, he stated, is the best known 
variant of the hemangiopericytoma. He 
placed malignant hemangioendothelioma, 
malignant hemangiopericytoma, and Ka- 
posts hemorrhagic sarcoma in the malig- 
nant group. 


Degos,® stating that he was unable to 
distinguish between vascular nevi and angio- 
mas, classified these tumors first on a 
histologic basis as cavernous hemangiomas, 
capillary angiomas, capillary endothelial 
angiomas, and cellular angiomas. In his 
clinical classification, which he preferred 
because it indicated the type of therapy, he 
included flat angioma (nevus flammeus), 
stellate angioma (spider angioma, senile 
angioma, angioma corporis diffusum of 
Fabry, and angiokeratoma of Mibelli), 
nodular angiomas, and deep subcutaneous 
angiomas. 

Albertini’s* histologic classification di- 
vided’ the tumors of capillaries into two 
groups, benign and malignant, as Stout’s 
did, but with altered terminology and ar- 
rangement. In his benign group are he- 
mangioma simplex (capillary hypertrophic 
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type and caverncus), gemmangioma of 
Orsos, and lymphangioma simplex. In the 
malignant group he placed ‘hemangio- 
endotheliorna and malignant gemmangioma. 

Because of these varied classifications, it 
is evident that the subject is in a state of 
confusion. 

The most frequeat blood vascular tumors 
which occur in adults are granuloma tel- 
angiectaticum (pyogenic granuloma), capil- 
lary angioma, cap-llary eruptive angioma 
(arterial and venous), glomus tumor, 
hemangiopericytome, hemangioendothelioma 
(angiosarcoma), ard Kaposi’s hemorrhagic 
sarcoma. 

The granuloma telangiectaticum is usual- 
ly, observed after trauma. It may show 
histologically only cilated mature capillaries 
covered by epithelium. Most frequently the 
epithelium is erodec and absent. Clinically, 
‘the tumor appears as a bluish-red, soft, 
pedunculated, or sessile mass which bleeds 
on the slightest trauma. This is evident 
from the histologic structure of the lesion, 
which consists of three zones: the outer 
eroded fibrinoid crusted portion, contain- 
ing polymorphonuclzar neutrophils and, red 
blood cells: the middle zone, consisting of 
solid noncanalized cords of endothelium be- 
tween which are a few scattered polymor- 
phonuclear neutrophils, and the innermost 
area, consisting of mature congested capil- 
Jaries. | 
The capillary angiomas may be of two 
types, the hypertrophic and the simple. They 
may be found together, as in the nevus 
flammeus, which develops nodules. Micro- 
scopically these are composed of mature 
capillaries and occasionally solid masses of 
endothelial cells. Tae connective tissue in- 
terstitium is minima.. 

The eruptive, or spider angioma involves 
the capillaries of either the arterial or ve- 
nous system. The ar-erial angioma is usually 
bright red end pulsates on diascopy. Bean * 
stated that the histopathology of this lesion 
may be of two types: either a simple over- 
growth of an end-artery of the skin or a 
thickened coiled artery in the subcutis. In 
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the walls of the latter are aggregations of 
glomus cells. These he considered synony- 
mous with the pericytes of Zimmermann or . 
Rouget cells, which Maximow and Bloom ê 
consider the precursors of ordinary vascular 
smooth muscle. Thin-walled, dilated, vein- 
like vessels, carrying arterial blood to the 
venous capillaries and collecting system, 
branch from the coiled artery. The venous 
type of eruptive angioma is usually blue 
and overlies a vein which has been obstruct- 
ed. Although expressible, they refill more 
slowly than the arterial spider. They may 
become thrombosed and black, developing 
“melanomasimulating nodules,” as described 
by Epstein, Novy, Skahen, and Krause,’ or 
they may enlarge to form “venous lakes,” 
as described by Bean and Walsh.’ 


This group includes the capillary angi- 
omas due to metabolic disturbance. Angi- 
oma corporis diffusum of Fabry clinically 
shows many punctate diffuse capillary tel- 
angiectases and angiomas. Histologically, 
there is fatty degeneration of the smooth 
muscle of the arteriolar walls. This pro- 
gressive postpubescent disorder has been 
thoroughly described and studied recently 
by Pittelkow, Kierland, Montgomery, and 
Schmit ®; Ruiter, and others. Angiokera- 
toma of Mibelli is charecterized by small 


‘red, verrucous, scaly papules most fre- 


quently localized on the extensor surfaces 
of the lower extremities. Histologically, 
the stratum corneum is hyperkeratotic. The 
superpapulary plate of the epidermis is 
atrephic, and the papillary bodies are re- 
placed by large dilated and congested capil- 
laries. 

The glomus or neuromyoarterial tumor, 
described by Masson, is a single painful 
tumor located on an extremity, usually the 
finger. It is probably the most frequent 
histologically studied -vascular tumor in the 
adult. It consists of tangled masses of 
arterioles which anastomose with aneurys- 
mal-appearing venules. The whole is sup- . 
ported by a framework or capsule of — 
connective tissue and a neural network lo- 
cated in the deeper dermis. The vessel 
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walls are thick and have within them cells 
which appear epithelioid, muscular, or 
ganglionic. They are considered to be 
modified smooth-muscle cells. Depending 
on the most dominant structure present, 
there are four types: the epithelioid, in 
which the glomus cells predominate ; the 
angiomatous, in which the vessels predomi- 
nate; the neural, in which nervous elements 
are in the foreground, and the degenerative, 
where there are few glomus cells but a well- 
defined fibrous stroma. 

The hemangiopericytoma, first described 
by Stout and Murray,” in 1942, clinically 
resembles the glomus tumor, except that it 
is painless. It is a blue or reddish-blue 
subepidermal nodule. Histologically, it con- 
sists of masses of proliferating cells sur- 
rounding thin-walled capillaries. The lesion 
itself is well circumscribed. The cells com- 
posing the tumor have large ovoid vesicular 
nuclei and a pale cytoplasm. On silver 
staining, the endothelium of the vessels ap- 
pears as a single layer of cells surrounded 
by a band of reticular fibers. Peripheral 
to these are the nests of proliferating 
pericytes which are latticed by reticular 
fibers. 

Hemorrhagic sarcoma of Kaposi occurs 
most often on the lower extremity of mid- 
dle-aged persons. The earliest clinical le- 
sions are telangiectases. Later the lesions 
become nodular angiomas and, as shown by 
Ronchese and Kern,!* involve the lymphat- 
ics, as well as the blood vessels. The earliest 
histologic sections show capillary prolifera- 
tion, much as one sees it in angioma tel- 
angiectaticum or angioma simplex. Older 
lesions consist of free-lying endothelial 
cells with extravasated red blood cells, 
histiocytes containing hemosiderin, and mas- 
sive fasciculi of fibroblastic connective 
tissue. 


Report of Cases 


Case 1—A 21-year-old white woman developed 
eruptive angiomas on the breast during the sixth 
month of pregnancy. Two weeks after the onset 
of these lesions, one started to bleed spontaneously. 
The bleeding was controlled by pressure. This 
lesion enlarged to 6 mm. in diameter and 4 mm. 
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in height. It was removed six weeks after onset. 
On the breast above this lesion was one of many 
smaller angiomas which had developed during her 
pregnancy. These were arterial pulsating spider 
angiomas. 

The specimen was fixed, embedded in paraffin, 
sectioned, and stained with hematoxylin and eosin 
and with silver reticulum stain. The hematoxylin- 
and eosin-stained section showed hyperkeratosis and 
atrophy of the epidermal rete due to pressure 
from below. The capillary nests in the cutis were 
separated by dense fibrous connective tissue. The 
individual capillaries seemed to be adjacent to one 
another and were separated only by a thin layer 
of endothelium with an interposed thin layer of 
connective tissue. Solid masses or cords of cells 
were not prominent. The entire lesion appeared 
as an organ of vascular structure. The silver- 
stained section for reticular fibers showed a very 
thin mantle of reticular fibers around the vessels. 
There was no increase of these fibers between 
the vessels. In the connective tissue between the 
capillaries, the reticular fibers composed a uniform 
network, 

Diagnosis: Benign eruptive hypertrophic capil- 
lary angioma (arterial). 

Case 2.—A 62-year-old white woman developed 
a painful bluish lesion 3 mm. in diameter on the 
palmar tip of the left second (index) finger six 
weeks previous to examination. It had become firm 
and slightly enlarged. She had been on bishy- 
droxycoumarin (Dicumarol) therapy for nine 
months following a coronary attack. She com- 
plained of fleeting intermittent shooting pains in 
her left arm and forearm. After one of these 
episodes, she first observed the lesion. 

After excision, the tissue was fixed in formalin, 
embedded in paraffin, and sectioned. The 
histologic section stained with hematoxylin and 
eosin showed the epidermis thin and atrophic. The 
stratum corneum was thin. The upper half of 
the cutis was replaced by a reticulated cavity, 
containing numerous septae lined by a single layer 
of endothelium. This structure originated from a 
larger vessel in the cutis. The walls of the vessel 
were undergoing necrosis. Endothelium was pro- 
liferating and occluding the lumens of these deeper 
vessels, even to complete obstruction. Pacinian 
corpuscles were seen deep in the corium. The 
reticulum-silver-stained section showed no increase 
in reticular fibers. 


Diagnosis: Venous aneurysm, secondary to 
bishydroxycoumarin (Dicumarol) or glomus 
tumor. 


Case 3—A white man in 1954, at the age of 
23 years, first complained of three bleeding lesions 
on his right forehead. He stated that these lesions, 
resembling warts, had been removed by curetting 
three weeks earlier. The wounds bled profusely 
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eosin; X 140. (c) Vascular spaces lined by reticular fibers. Reticulum stain; X 140. (d) Ma- 
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Hematoxylin and 


ture endothelial cells lining spaces. Hematoxylin and eosin; X 950. (e) Thin ring of reticular 
fibers around the capillary spaces and small amounts in the interstitium. Reticulum stain; X 950. 


on the slightest manipulation. These lesions were 
surgically excised, and the incisions were closed 
by sutures. They healed by primary intention. 
Subsequently, he developed more angiomatous 
lesions on the left forehead, the temples, and on 
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the floor of his 


left ear canal. A total of 12 
lesions have been excised in the past four years. 
There have been no recurrences at the excision 
sites. Clinically, these lesions appeared as dome- 
shaped bluish-red nodules which began as 1 mm.- 
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Fig. 2 (Case 2).—Glomus tumor. (a) Painful nodule of the finger. (b) Endothelial lined 


mature spaces. 


Hematoxylin and eosin; X 140. (c) Mature endothelial cells. 


Hematoxylin 


and eosin; 950. (d) Reticular fibers around the vascular space and in the septae. Reticulum 


stain; 950. 


sized punctae and rapidly mcreased to 3 or 4 mm. 
in diameter and were elevated about 2 mm. There 
was a sense of pressure at first, but as they in- 
creased in size there was no pain. 

The excised lesions were fixed in formalin and 
embedded in paraffin, sectioned, and stained with 
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hematoxylin and eosin and silver reticulum stain. 
The hematoxylin-and-eosin-stained sections showed, 
on microscopic examination, that the entire cutis 
had been sharply circumscribed 
proliferating masses, consisting of central con- 
gested capillaries surrounded by a granulomatous 


involved by 


| ; 
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Fig. 3 (Case 3)—Kaposi’s hemorrhagic sarcoma. (a) Two angiomatous lesions above the 
eyebrow. (b) Acinar endothelium lining vessel. Hematoxylin and eosin; X 950. (c) Masses of 
endothelial cells outside of the vascular lumen. Hematoxylin and eosin; X 950. (d) Reticular 
proliferation of the interstitium. Reticulum stain; X 950. 


stroma. The endothelium within the dilated 


capillaries in the central portion of the tumor was 
a single layer of columnar cells protruding into 
cells. This gave an 


the lumen, like tombstone 


2? 


- — 


acinar appearance to these vessels. Surrounding 
them, the infiltrate was composed of large cells, 
resembling the endothelial cells which were inter- 


mingled with red blood cells. No mitotic figures 
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Fig. 4 (Case 4)—Hemangioendothelioma. (a) Vascular tumor on the lower eyelid. (b) 


Dense nests of cells in cutis. Hematoxylin and eosin; X 140. (c) Intense reticulum proliferation 
in cellular areas. Reticulum stain; X 140. (d) Photomicrograph. Immature endothelial cells, 


no lumens and mitotic figures. Hematoxylin and eosin; X 950. (e) Photomicrograph. 


Intense 


reticular fiber proliferation. Capillary lumens contain many endothelial cells. Reticulum stain; 


x 950. 
were seen. Although no peripheral capsule was 
observed, there was a definite tendency to lobula- 
tion. 

The  reticulum-stained 
masses of reticular fibers surrounding the lumens 
of the capillaries and the cells surrounding the 


vessels. 


section showed dense 
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Diagnosis: Idiopathic hemorrhagic sarcoma of 
Kaposi. 

CASE 4 (presented with permission from Dr. 
William B. Reed).—A 48-year-old white man first 
noticed a dark red spot, 3 mm. in diameter, on 
his left lower eyelid in January, 1957. The lesion 


remained stationary for six months until June, 
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Fig. 5 (Case 5).—Hemangiopericytoma. (a) Tumor on right side of chin. (b) Compact 
nests of cells with very small capillaries. Hematoxylin and eosin; X 140. (c) Intense reticulum 
proliferation peripheral to capillary lumens. Reticulum stain; X 140. (d) Cells showing neo- 
plasia and degeneration. Hematoxylin and eosin; X 950. (e) Increased reticulum formation in 
the interstitium and surrounding the vessels. Reticulum stain; 950. 


1957, when it grew in diameter and became ele- It was excised and the base cauterized a second 
vated. He first consulted his physician in October, time in November, 1957. Again it recurred. The 
1957, at which time a specimen was punched out third time, in December, 1957, it was excised 
for biopsy. This was followed by profuse bleeding, widely. 

which necessitated suturing to control the hemor- All three specimens were fixed in formalin, em- 
rhage. Three weeks after this removal, it recurred. bedded in paraffin, and sectioned. The sections 
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were stained with hematoxylin and eosin stain and 
with silver reticulum stain. The hematoxylin-and- 
eosin-stained sections showed the epidermis to be 
thin and atrophic, with compression of the ridges 
by proliferation of a tumor mass in the middle and 
lower cutis. The tumor consisted of capillary- 
sized vascular spaces. These were lined by ir- 
regular masses of endothelial cells, many of which 
were undergoing mitosis. The endothelial cells 
also were proliferating peripherally to the lumens. 
There was no inflammatory reaction, although free- 
lying red blood cells were seen. The tumor con- 
tained solid masses of large nucleated endothelial 
cells with vacuolated cytoplasm. At the periphery 
of the lesion, there is more tendency toward ma- 
ture luminal formation than in the center of the 
lesion. Although no fibrous capsule was formed, 
there was a zone around the proliferating nests of 
endothelial cells which was clear and appeared 
to be washed-out and edematous. The lower cutis 
and subcutaneous fat, as well as the underlying 
muscles, appeared normal. The silver-stained sec- 
tion showed an increase in the number of reticular 
fibers. The proliferating cells were seen within the 
rings of reticular fibers. There was slight inter- 
mingling of these cells and fibers. 

Diagnosis: Malignant hemangioendothelioma. 

Case 5 (presented with permission from Dr. 
Edward L. Laden).—A white woman, 25 years 
old, 6 months pregnant, had a lesion on the skin 
of the left mandibular area for one year when 
first seen June 3, 1958. The lesion apparently 
began without any trauma or previous infection. 
It had grown very slowly and did not increase 
more rapidly since she had become pregnant. There 
had been no bleeding or discharge from the tumor. 
The lesion was a smooth semiglobular dark red 
tumor about 1 cm. in diameter, and elevated 3 to 
4 mm. above the surface. There was a mild degree 
of tenderness on palpation. The tumor was surg- 
ically excised on Jan. 14, 1958. There has been no 
evidence of recurrence to the present time. 

The specimen was fixed in formalin and em- 
bedded in paraffin. Histological sections were 
stained with hematoxylin and eosin and with 
reticulum silver stain. The hematoxylin-and-eosin- 


TaBLE 1.—Classification—Vascular Tumors 
of Adult 








I. Capillary angiomas 
1. Simple = flammeus 
2. Proliferative = capillary-granuloma telangiectaticum 
(a) Physiologic 
= arterial or venous = (6) Metabolic 
(c) Traumatic 


3. Eruptive 


4. Cavernous 
II. Glomus types 
1. Epithelioid or glomus cellular with few vessels 
2. Angiomatous (with or without muscle) 
3. Neural 
4. Degenerative 
III. Hemangiopericytoma 
IV. Hemangioendothelioma (angiosarcoma) 
V. Kaposi's sarcoma 





stained section showed the epidermis to be acan- 
thotic. Large masses of cells intermingled with 
red blood cells occupied the entire depth of the 
cutis, down to the subcutaneous fat. Many of these 
cells were undergoing mitosis. There was much 
variation in the size and shape of the nuclei of 
these cells, whose cytoplasm was vacuolated and 
appeared washed out. The vascular spaces and 
lumens were lined by a single layer of endothelial 
cells. Large amounts of hemosiderin were seen 
in histiocytes on the periphery of the lesion. The 
silver-stained section showed the entire tumor mass 
to be interlaced by reticular fibers. These fibers 
enclosed small capillaries having a single layer of 
endothelium. The greater proportion of reticular 
fibers was not circumluminal but located between 
and around the individual cells of the tumor mass. 
An occasional mitotic figure was seen between the 
reticular fibers. 


Diagnosis: Hemangiopericytoma. 


Comment 


Clinically and histologically, Case 1 was 
a hypertrophic capillary angioma. It de- 
veloped simultaneously with eruptive an- 
giomas during the patient’s pregnancy. This 
lesion belongs in the category of eruptive 


TABLE 2.—Clinical Data 


Capillary 

Angioma Glomus 
Paingy — + 
Consistency Soft Soft 
Color Red to Blue 

black 
Rate of development Slow Sudden, 
rapid 


Tend to metastasize -= — 





——————— 


Hemangio- Hemangio- Kaposi's 
pericytema endothelioma Sarcoma 
Hard Soft Soft 
Blue Blue Blue 
Slow Slow Slow 
20% F Multiple 
foci 


a ee 
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TABLE 3.—Histological Data 








Invasiveness 
Mitotic figures 
Extravasation of blood 


Capillary 

Angioma Glomus 
Mature vessels (organoid) ES + 
Endothel. thickened Js | 
Reticular fibers — + 
Sharp borders + + 
Fibrous interstitium + Æ 


Hemangio- Hemangio- Kaposi’s 
pericytoma endothelioma Sarcoma 

>s — Sa 

“=> -H — 

= + + 

T =. $ 

— — + 

af + + 

+ = — 

£ + + 





arterial angiomas described by Bean. The 
reticulum-stained section showed normal 
numbers of reticular fibers. Although his- 
tologically this is a benign angioma, clinical- 
ly, because of the rapid increase in size, 
one must consider the possibility of malig- 
nancy. Metastases from benign angiomas 
in adults have been discussed by a number 
of writers, among whom were Borrmann," 
Shennan,'? Ewing,'® Geschickter and Keas- 
bey,t and Robinson and Castleman. 
Touraine and Duperrat 18 collected 10 ad- 
ditional cases of metastasizing benign 
hemangioma and decided that the clinical 
prognosis and the histologic endothelial 
proliferation warranted the diagnosis of 
these cases as angiosarcoma. In Robinson 
and Castleman’s case the primary lesion on 
the breast was histologically benign, but 
the metastatic tumor in the scalp was malig- 
nant. Stout? reviewed these cases in detail 
and concluded that the primary lesions, as 
well as the metastases, 
hemangioendotheliomas. 
Case 2 had the clinical characteristics of 
a glomus tumor; it was located on the 
finger, was bluish-colored and excruciating- 
ly painful with shooting pains up the arm 
(might have been anginal), and had a very 
sudden onset. Histologically, the confusing 
element was the presence of dilated en- 
dothelium-lined spaces with septae-like proc- 
esses of endothelium extending into the 
vascular lumen. It suggested a venous 
aneurysm. Geschickter !° referred to these 
numerous infoldings of the vascular walls 
in his description of glomal tumors. Large 
amorphous fibrotic masses surround these 
vascular cavities, and Pacinian corpuscles 
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were malignant 


are prominent beneath the entire process 
in many sections. This case was presented 
to the Clinico-Pathologic Conference of the 
American Academy of Dermatology on Dec. 
11, 1957. After examination by 13 dermal 
and general pathologists, 8 classified this 
as a glomus tumor and 5 as an angioma 
with endothelial proliferation. Due to the 
deficiency in glomus cells and the slight 
amount of fibroblastic tissue with degenera- 
tion, this represents the fourth type of 
glomus tumor in Masson’s classification. 
With only a preponderance of angiomatous 
tissue, one is led to a diagnosis of hemangi- 
oma and forgets the clinical picture of the 
glomus which this case presented. 

Case 3 presented the problem of a patient 
with 12 successive angiomatous lesions ap- 
pearing in a period of four years on the 
forehead, temple, and external auditory 
canal. Clinically, the frequent recurrence 
suggests malignancy. Histologically, except 
for the acinar-arranged endothelial cells 
within the lumen of the vessels, there are 
no stigmata of malignancy. An increase 
in endothelial cells within the granuloma- 
tous areas with interspersed red blood cells 
is seen. At the American Academy of 
Dermatology Clinico-Pathologic Confer- 
ence, Dec. 11, 1957, there was a definite 
division of opinion. Twelve dermal and 
general pathologists studied these sections 
and offered an opinion: Six diagnosed he- 
mangioma; four, Kaposi’s hemorrhagic 
sarcoma, and two, pericytoma. Because of 
the granulomatous elements, new-vessel for- 
mation, endothelial proliferation, and sepa-~ 
ration plus the great number of reticular 
fibers, we consider this an example of 
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Kaposi's sarcoma. Clinically, this is sub- 
stantiated by the fact that the patient pro- 
‘duced new lesions. The lobulation of 
histologic process and the increase in retic- 
ular fibers are indicative of common in- 
volvement of the fibrous connective tissue 
and the endothelial tissue. This indicates the 
close relationship between a pericytoma and 
Kaposi's hemorrhagic sarcoma. These had 
been misdiagnosed because the earliest le- 
sions in Kaposi’s show endothelial and 
capillary arrangement, not unlike that seen 
in capillary angioma or in granuloma tel- 
angiectaticum. 


In Case 4, clinically prominent was the 
frequent recurrence of the tumor and 
histologically the great number of abnormal 
mitotic figures seen in the endothelium, The 
silver-stained section showed a ring of 
reticular fibers surrounding the vessels 
within which were proliferating endothelial 
cells, but no reticular fibers were seen. In 
addition, the presence of intraluminal 
endothelial mitoses led to the diagnosis of 
malignant hemangioendothelioma. 


The patient in Case 5 had a slow-grow- 
ing tumor on the lower left mandibular area 
for one year, not indicative of malignancy. 
Histologic section of the biopsy specimen, 
and the lesion itself after excision, showed 
solid masses of cells surrounding capil- 
laries. In addition to cellular proliferation, 
vacuolar degeneration of the cells was evi- 
dent. Upon staining with silver stain, dense 
reticular fibers surrounded and intertwined 
with the individual proliferating cells which 
were peripheral to the capillary walls and 
their surrounding reticular fiber rings. This 
extravascular proliferation of reticular 
fibers produced by the pericytic cells, and 
the presence of mitotic figures within the 
mesh of the reticulum, supported the diag- 
nosis of hemangiopericytoma. 

Murray and Stout?® found that both 
glomus and pericytoma in tissue culture 
produced the same cell, the pericyte as 
. described by Zimmermann.2! In the clinical 
differential diagnosis, the hemangiopericy- 
toma causes no pain and is large in size and 
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of slow growth, whereas the glomus tumor 
is a painful lesion, is small in size, and is 
of sudden occurrence. Histologically, the 
hemangiopericytoma contains no nervous 
tissue, has no organoid arrangement, is in- 
filtrative in character, and consists of a 
coalescent nest of elongated spindle-shaped 
contractile cells. On the other hand, the 
glomus tumor always has nerve tissue, an 
encapsulated or sharply bordered organoid 
arrangement resembling a blood vessel, and 
the peripherally dispersed glomus cells are 
rounded and _ noncontractile. Metastases 
have occurred in 20% of hemangiopericy- 
tomas, but no metastases have been reported 
from glomus tumors. Although both are 
usually solitary tumors, Saunders and Fitz- 
patrick °? reported a case of multiple he- 
mangiopericytomas and quoted Stout, who 
said that it had occurred twice in 200 cases 
which he had studied. 

There are apparently several types of 
reticular fibers. Jackson and Williams ** 
have shown that there are two kinds of 
reticular fibers in the skin: those surround- 
ing the vessels and partaking in the forma- 
tion of the epidermal cutis junction and 
those due to inflammatory or proliferating 
reactions. Montagna °* stated that the retic- 
ular fibers are immature connective tissue 
fibers. This agrees with Gross,” who stated 
that on electron microscopy the collagenous 
and reticular fibers were similar and that 
the reticular fibers of the young rat formed 
collagen fibers on aging. 

These reticular fibers are argyrophilic 
and reduce ammoniacal silver nitrate, which 
stains them black. They are reactive to 
periodic acid-Schiff stain, which stains them 
red. They stain poorly or not at all with 
connective tissue stains. With aniline dye 
stains, they stain like collagenous fibers. 
Most observers are of the opinion that 
reticular fibers are precollagenous elements 
and not a separate type of fiber. The 
fibroglia of mesenchyme have the properties 
of reticular fibers, and these are replaced 
by collagenous fibers as the tissues grow 
older. 
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Orsós observed solid cords or tubes 
sprouting from the capillaries into an un- 
stained ground-substance-like tissue which 
might have been reticulum or immature 
collagen. He termed this gemmangioma, or 
sprouting-budding angioma. 


Helwig * differentiated the glomus tumor 
from the eccrine spiradenoma by the inti- 
mate association of reticular fibers to the 
glomus cells, which is not seen in the latter. 
He meant that the compact type of glomus 
tumor, consisting predominantly of epi- 
thelioid or glomus cells, produces reticular 
fibers similar to the pericytes in hemangi- 
opericytoma. In the vascular, neural, and 
degenerative types of glomus tumor, the 
reticular fibers are not increased and are 
closely related to the vascular lumens as 
in normal tissue. 

Histogenetically, the site of origin of 
these proliferating vascular elements is 
questionable. Do they arise from embryonal 
mesenchyme in the tissues or from the 
endothelium of the vessels? Different 
tumors surrounding the vascular tree ap- 
parently arise from variable sites. There- 
fore, there is primary proliferation of 
vascular structure and secondary prolifera- 
tion of vascular structure. In inflammatory 
conditions, the vascular proliferation is 
secondary to the inflammation. In meta- 
static neoplasms, the vascular proliferation 
is secondary to the tumor. In hemangio- 
endothelioma, glomus tumor, and pericyto- 
ma, however, the primary lesion is in the 
vascular elements. 

Granuloma telangiectaticum or pyogenic 
granuloma has clinically been confused with 
melanoma, metastatic hypernephroma, pri- 
mary squamous-cell carcinoma (especially 
of the lip), eccrine poroma, Kaposi's hemor- 
rhagic sarcoma, and myxosarcoma. Histo- 
pathologically, its diagnosis is usually very 
simple. However, when involved with other 
neoplasms (such as squamous-cell carcino- 
ma, eccrine poroma, or hypernephroma), 
it is difficult to differentiate this lesion from 
its counterpart, which is secondary to a 
neoplasm involving another tissue. Because 
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the simplest of these angiomas can be con- 
fused with other conditions, it is much more 
likely that the more complex vascular 
tumors require greater diligence in their 
differential diagnosis. For this reason, it 
can be readily understood why many have 
diagnosed pericytoma as a_reticulum-cell 
sarcoma, histologically, because the reticular 
fibers were so prominent. However, the 
clinical course, its tendency toward be- 
nignity rather than malignancy, has war- 
ranted consideration of this tumor as an 
entity. 


Summary and Conclusions 
Five patients with unusual vascular 
tumors have been studied. 

An attempt is made to unify the classifi- 


cation of vascular tumors. 


The diagnosis of a vascular tumor is 
based on both clinical and histopathologic 
findings. 

Histopathologic sections must be stained 
with both hematoxylin and eosin and silver 
reticulum stain to differentiate the intra- 
luminal from the extraluminal prolifera- 
tion and the association of both. 


The histologic sections — of 
angioma of pregnancy and glomus tumor 
show simple endothelial proliferation form- 
ing mature vessels. 


eruptive 


The case of Kaposi’s hemorrhagic sar- 
coma microscopically show immature vessel 
formation with endothelial and perivascular 
proliferation. 

Endothelial proliferation may be followed 
by perivascular reaction, as seen in Kaposi's 
hemorrhagic sarcoma. The lysed endothelial 
cells invade the surrounding connective tis- 
sue and give rise to the resultant granulo- 
mas and fibrosis. 

The section from the case of heman- 
gioendothelioma shows immature vessel 
formation accompanied by intraluminal 
proliferation of cells, 


The malignant tumors previously called 
angiosarcoma are better called hemangio- 
endothelioma because of the intraluminal 
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proliferation of endothelial cells associated 
with mitotic figures. 

The microscopic sections of hemangi- 
opericytoma show very slight tendency 
toward vessel formation, with predominance 
of pericytes and associated reticular fibers. 


William L. M. Martinsen, F.B.P.A., helped 
prepare the photographic and photomicrographic 
illustrations. 


9915 Santa Monica Blvd., Beverly Hills, Calif. 
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ABSTRACT OF DISCUSSION 


Dr. WALTER R. Nicket, San Diego, Calif.: As 
histopathologists, we rely on vascular changes as 
important contributing evidence in arriving at a 
diagnosis. The vessel changes in _ periarteritis 
nodosa, allergic vasculitis, thromboangiitis oblit- 
erans, gangrene, scleroderma, erythema induratum, 
and other diseases are only part of the over-all 
picture and may be a secondary reaction dependent 
on some other pathological change. 


Vascular tumors in the present discussion, how- 


Arch. Dermat. 75 :418-427, 1957. 


14. Borrmann, R.: Metasenbildung bei histolo- 
"gisch gutartigen Geschwülsten (Fall von metas- 
tasierendem Angiom), Beitr. path. Anat. 40: 
372-392, 1906. 


ever, present changes which are independent or 
primary. The microscopic changes are concerned 
fundamentally with only two cell types: first, the 
endothelial cell, and secondly, the pericyte or 
perithelial cell. 
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As a working “rule of thumb” one could assume 
that if the proliferation is chiefly that of the endo- 
thelial component, the microscopic picture would 
be predominately vascular, presenting an angioma- 
tous appearance. If, on the other hand, the change 
is principally in the perithelial cells, the microscopic 
picture is that of solid sheets of cells. In the malig- 
nant group, these sheets of cells would be desig- 
nated as having a sarcomatous appearance. In the 
benign group, the designation is that of an epithe- 
lioid or organoid appearance. 


These criteria would seem to make the problem 
ridiculously simple. Dr. Winer, however, has 
stated that precise diagnosis of some of these 
lesions is extremely difficult, particularly in the 
lesions suspected of being malignant. Part of the 
difficulty arises from the fact that malignant 
hemangioendotheliomas are rare tumors. The 
pathologist, therefore, does not see these lesions 
frequently enough to become familiar with the 
slight or unusual variations in pattern which re- 
quire special stains for definitive diagnosis. 


Exact criteria for the diagnosis of malignant 
hemangioendothelioma has been set forth by Stout 
(Ann. Surg. 118 :445-464, 1943) : 

“Formation of atypical endothelial cells in 
greater numbers than required to line the vessel 
with a simple endothelial membrane. 

“Formation of vascular tubes with a delicate 
framework of reticulin fibers, and a marked ten- 
dency for their lumens to anastomose.” 


In addition to these, the general pathologists 
who see the greatest number of these rare lesions 
speak of “sprouting” or “budding” of the capil- 
laries, which is not prominent in benign angiomas. 
Likewise, the feature of anastomosis seems to be 
continuous from vessel to vessel. Even with these 
criteria there is disagreement on any given case, 
and the exact diagnosis may depend on the clinical 
course for the final diagnosis. This is in one sense 
fortunate because this tumor has about the same 
bad prognosis as malignant melanoma. 


I should like to supplement the microscopic 
classification which Dr. Winer has shown with a 
clinical classification which was compiled for 
teaching residents. The chief consideration here 
is the prognosis of this group of tumors. 

Benign 

1. Hemangiomas 
2. Eruptive angiomas 
A. Senile angiomas 
B. Spider angiomas 
3. Pyogenic granuloma 
(granuloma telangectaticum) 
Angiokeratomas (Mibelli, Fordyce) 
Glomus tumor 
Hemangiopericytoma 
Benign hemangioendothelioma ? 


ae ilk a 
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Relatively benign 
1. Hereditary telangectasia 


2. Angiokeratoma corporis diffusum k 


universale (Fabry) 
Relatively malignant 
1. Kaposi’s hemorrhagic sarcoma 
2. Lymphangio sarcoma (postmastectomy ) 
Aggressively malignant 
1. Malignant hemangioendothelioma 
(angiosarcoma ) 


I was particularly happy to have brought to my 
attention that there are four microscopic varieties 
of glomus tumor. This is a point which is not gen- 
erally appreciated. The organoid microscopic ap- 
pearance of most glomus tumors is a dramatic and 
distinctive feature, which is difficult to explain 
considering their origin. 

Finally, I wish to thank Dr. Winer for intro- 
ducing me to a new descriptive word for the 
cuboidal-appearing cell lining the capillaries in 
Kaposi’s sarcoma, the “tombstone” cell. This ade- 
quately describes their appearance, and I shall be 
happy to use it. 

Dr. HAMILTON MontcoMery, Rochester, Minn. : 
Fifteen years ago, Dr. A. C. Broders and I used 
to make a diagnosis of hemangioendothelioma, but 
on reviewing these cases they did not prove to be 
malignant. On the other hand, Dr. Caro, Dr. 
Winer, and I have seen truly malignant hemangio- 
endothelioma or angiosarcoma, whichever term you 
prefer, and we at the Clinic have also seen cases 
of hemangiopericytoma. 

Dr. Francis A. Erus, Baltimore: Certainly, 
the comments on the illustrations show that the 
dermatologic pathologists and general pathologists 
have a lot to learn, especially about these vascular 
tumors. We have a vascular tumor at the Southern 
Medical Dermatopathology Conference that was 
reported as being hemangioendothelioma, but even 
before the case was presented, the patient had died 
from an angiosarcoma. 


How can Stout report 100 cases of hemangio- 
pericyvtomas, while, at the University -Hospital, 
with over 150,000 biopsies, they could not show us 
any? In dermatopathology, we have 16,000 biopsies, 
and we have not uncovered any. After looking at 
Dr. Winer’s sections, I do not think that I can 
diagnose these, but after studying some slides sent 
to me by Dr. Thomas Saunders and restudying his 
and Fitzpatrick’s article (A. M. A. ARCH. DERMAT. 
76:731 |Nov.] 1957), I think that I now have a 
clear picture of the histopathology of the usual 
hemangiopericytomas. 

In Kaposi's disease, and in Dr. Winer’s case, 
instead of having the progressive lesions on the 
legs in older people—in the Russians, Jews, or’ 
the Italians—we are seeing more cases in Ameri- 
cans that start with lesions on the face and other 
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areas about the head. Histologically, they are 
typical. 

Dr. ADOLPH ROSTENBERG JR., Chicago: I should 
like to emphasize a point of some importance 
which has been brought out this morning, namely, 
the difficulty of reconciling the pathological ap- 
pearance with the clinical course of the lesion. This 
was forcefully brought out to me when I was at 
the Food and Drug Administration and we were 
prosecuting a well-known cancer quack of Detroit. 
One of the cases introduced by the defendant was 
that of a man who was hit by a baseball and 
who subsequently developed a swelling over one 
shoulder. He was sent to University Hospital, Ann 
Arbor, Mich., where, finally, a biopsy specimen 
was obtained and a diagnosis of malignant 
hemangioendothelioma was made. Scapulohumoral 
disarticulation was recommended. The man said, 
“The hell with it! I am not going to have it done.” 
He went to the cancer quack and was treated with 
some injections. 

All this occurred about nine years before the 
trial, and at the time of the trial he was working 
as a welder in the Willow Run bomber plant. 
This story wasn’t very good for the government’s 
case. I went out to the hospital and talked to Dr. 
Weller, who had the block recut, and said, “Sorry, 
but it’s a malignant hemangioendothelioma.” How 
or why this man got better, he didn’t know, and 
I don’t know. I don’t think the cancer quack cured 
him. I simply think that you cannot always pre- 
dict what is going to happen from the pathologic 
picture. 

Dr. Marcus R. Caro, Chicago: I am particu- 
larly interested in the malignant hemangio- 
endothelioma because that is a condition which, in 
my experience, is extremely rare. My initial paper 
before this Association, in 1944, was based on a 
study of one case of a malignant hemangio- 
endothelioma, and I have not seen another one 
since that time. In my patient, I was able to veri fy 
all of the criteria that were mentioned by Dr. 
Winer for his histopathologic diagnosis, including 
the endothelial proliferation, as a result of which 
the blood vessels were lined by more cells than 
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were necessary, the budding from the walls of the 
vessels, and, particularly, the vascular anastomoses. 

In my own case, and I believe that it is true of 
other cases seen since that time, the tumor was 
extremely radioresistant. In spite of the intensive 
roentgen therapy given at the time, the patient went 
on to develop metastases and died. 

Dr. Louts H. Wainer, Beverly Hills, Calif.: 
I agree with Dr. Rostenberg that neither the clin- 
ical nor the histopathological features alone are 
diagnostic, but both together must be taken into 
consideration in order to arrive at the proper 
diagnosis. Dr. Montgomery and Dr. Broders used 
the clinical progress to guide their histologic diag- 
nosis of vascular tumors. 

It is because of the indefinite histologic criteria 
that we decided to do this work. We think that 
hemangioendothelioma is indicative of neoplasia 
and is a malignant tumor of blood vessels. It is 
really a sarcoma, rather than a plain adenomatous 
type of structure, since we find abnormal mitotic 
figures in the histologic sections. After this article 
was written, we acquired a new case in a 9-year- 
old boy where each microscopic high-power field 
contained four or five abnormal mitotic figures. 
This, to us, is indicative of a malignant hemangio- 
endothelioma—hemangiosarcoma. There were 
definite anastomoses of the lumens. The 
reticulum-stained section of these tumors shows 
that there are proliferating cells within the 
lumens, 

In answer to the question raised by Dr. Ellis 
as to why they do not see pericytomas in their 
department, one may say that many of these lesions 
are diagnosed reticulum-cell sarcoma because of 
the great preponderance of reticulum fibers present, 
as well as by the appearance of the cells them- 
selves. However, the tendency to form lumens 
lined by single layers of endothelial cells with 
great amounts of reticulum, which is produced by 
the pericyte cells, and the tendency of these patients 
to remain free of metastases or further develop- 
ment of these lesions following their removal 
favors the diagnosis of a relatively nonmalignant 
lesion, such as a pericytoma. 
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HAMILTON MONTGOMERY, M.D., and R. K. WINKELMANN, M.D., Ph.D., Rochester, Minn. 


Smooth-muscle tumors of the skin occur 
infrequently. We wish to report a series 
of 33 cases in which such lesions were pres- 
ent. This group is divided into 23 cases of 
leiomyoma cutis; 8 cases of angiomyoma ; 
1 case of nodular, or so-called dartoic, my- 
oma, and 1 case of leiomyosarcoma. The 
occurrence of only one example of nodular, 
or dartoic, myoma in this series can be ex- 
plained on the basis that such tumors arise 
from special rows of smooth-muscle cells 
in the scrotum, nipple, and external genitalia 
deep in the subcutaneous tissue and, there- 
fore, are seen primarily by the surgeon for 
excision. We have been especially interested 
in this study in regard to why some myomas 
are painful and some are not. Particular 
attention was given to use of histochemical 
techniques to differentiate myomatous tissue 
from other mesodermal tissues. 


Survey of Literature 


It is not our purpose to give a complete 
review of the literature. Ormsby + reviewed 
the data in all the cases reported before 
1924. He also emphasized that the painful 
tumors were the larger lesions, in which the 
mass pressed on nerves. His classification 
of myomas was much simpler than some 
of the other ones in the literature ?* and is 
the same as the one we have employed. 
More recent reviews on myoma have been 
given by Stout,>* Jansen and many 
others.?"" 


Submitted for publication July 18, 1958. 

Read at the meeting of the American Derma- 
tological Association, Sun Valley, Idaho, June 5, 
1958. 

Section of Dermatology, Mayo Clinic and Mayo 
Foundation. The Mayo Foundation, Rochester, 
Minn., is a part of the Graduate School of the 
University of Minnesota. 
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Some articles have dealt with the etiologic 
aspects of various myomas of the skin. 
Nödl,!? for example, maintained that multi- 
ple leiomyomatosis of the skin is a 
neurocutaneous syndrome. Grzybowski *¥ re- 
ported a case of cutaneous leiomyoma of the 
face in which, using Cajal’s modified silver- 
impregnation method, he demonstrated a 
great many neurites both in and around the 
lesion, including small nerve bundles of 
nonmedullated nerve fibrils. He thought that 
formation of new nerve fibers was present. 
We have been unable to duplicate these 
observations. Radermecker and van Bo- 
gaert 1+ described a case of extensive lei- 
omyoma with general diffuse leiomyomatosis 
of a nevoid nature, or nevus leiomyomatosis 
systematicus. Nevoid disturbances of hair 
follicles and sebaceous glands were present, 
associated with histopathologic changes of 
leiomyoma. Sonck! supported Rader- 
mecker and van Bogaert’s point of view; in 
his case of leiomyomatosis cutis miliaris, in 
which the patient had about 5000 lesions, 
he referred to the condition as one of con- 
genital nevus-like mesenchymatous dysplasia, 
or, in other words, nevus leiomyomatosis 
systematicus. The patient was especially 
sensitive to cold and also to heat. Two cases 
of leiomyosarcoma with lymphatic spread 
and metastasis to regional lymph nodes were 
reported by Levack and Dick **; other cases 
have been reported by Ackerman and 
Stout,!7 and Stout. Such cases appar- 
ently are rare, and most of these tumors 
have not shown metastasis over a period of 
many years. 


Methods and Materials 


As already mentioned, a series of 33 smooth- 
muscle tumors of the skin in which biopsy was 
done were reviewed. Routine stains included hema- 
toxylin and eosin, Van Gieson’s stain, and elastin 


SMOOTH-MUSCLE TUMORS 


TABLE 1.—Leiomyoma Cutis: Clinical Data in Twenty-Three Cases 





Duration, 

Case Sex Age, Yr. Yr. Site Painful Clinical Appearance 
1 F 48 20 Arm, legs, shoulder In 3X3 cm. area Small painless nodules (50) 
2 M 32 12 Legs + Nodules 
3 F 55 1 Chest, shoulder 0 Urticarial plaques 
4 F 35 8 Face Pruritus; no pain Linear plaque 
5 F 42 A Shoulder, arms 0 Nodules 
6 F 41 20 Wrist 0 Nodules 
7 M 27 = Neck J Nodules 
8 F 50 8 Legs, arms 0 Nodules 
9 M 61 43 Shoulder, back, arms = Lines and circles 

10 F 1 Birth Left axilla pt — 

11 M Adult 4-5 = 0 Grouped nodules 
12 F 44 20 Left forearm ae Nodule 

13 F 48 Yr.(T) Back 0 Nodules 

14 F 55 Yr. (?) Chest, forearms 0 Nodules 

15 F 53 1/6 Left wrists, forearms 0 Nodules 

16 F 32 Yr. (?) Right arm + Grouped 

17 F 50 6-10 Back, neck, arm + (also pruritus) Linear & grouped 
18 F 51 20 Back, arms, legs 4- Nodules 

19 * M 35 20 Chest, left arm Grouped 

20 * M 43 10+ Left arm, shoulder + Grouped, 

21 * M 44 Several Trunk, chest, forehead -+ Grouped 

22 * F 52 Yr. (?) Chest, hip + Grouped 

23 * M 63 Yr. (?) Arm, thigh a Grouped 


* 


Multiple biopsies done in these 5 cases. 


H. It was hoped that more information could be 
obtained by use of trichrome stains, such as the 
Mallory-Heidenhain technique, but this did not 
result. The Gomori resorcin-fuchsin stain for 
elastic tissue and the Gomori reticulum stain were 
useful. 

Histochemical techniques were applied to the 
study of this tissue, but without significant success. 
The Bignardi chromation procedure for the produc- 
tion of carboxyl-dependent metachromasia in 
smooth-muscle masses was only irregularly success- 
ful. The Feulgen technique was noncontributory. 
Methods for polysaccharides and lipids gave nega- 
tive results. Because Congo red is reported to have 
an affinity for muscle tissue,“"* this stain was 
also tried but without success. Other methods in- 
cluded the tetrazolium technique for succinode- 
hydrogenase, the sulfhydryl reaction of Barrnett 
and Seligman,” and the #-glucuronidase reaction 
of Fishman and Baker. Increased amounts 
of these materials have been reported in smooth 
muscle, but study of fresh tissue from leiomyomas 
was not rewarding. Studies for nerves were done 
with the Bodian technique. The lesions in three 
cases of cutis and three cases of 
angiomyoma were studied with the frozen-section 
silver method for axoplasm.*** 


leiomyoma 


. Leiomyoma Cutis 


Clinical Features (Table 1).—Leiomyoma 
cutis of the skin commences in early life, 
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even in infancy or at birth, according to 
reports in the literature. The average age 
of our 23 patients at the time of onset of 
the clinical signs ranged from 10 to 20 
The tumor progresses slowly. It 
soon demonstrates multiple foci of neo- 


years. 


plastic activity and appears to have an 
autochthonous multicentric origin in most 
cases. It usually has a protracted course. The 


Fig. 1—Leiomyoma cutis. The lesions are on the 
ankle and lower leg in one case and over the 
sternum and breast in the other. In each instance, 
the larger lesions were painful but the smaller 
lesions were not. 





lesions may be located on the face, trunk, or 
extremities (Fig. 1). The tumor is situated 
primarily in and fixed to the dermis and 
usually grows out from the surface of the 
skin. The grouped nodular lesions may 
coalesce to form plaques. Arciform or linear 
aggregations of nodules are characteristic. 
The lesions usually are red, but hues of 
yellow and brown may be admixed. The 
nodules occasionally are glistening or semi- 
translucent. In one of our cases, telangiec- 
tasia accompanied the lesion. In three cases, 
the lesion was recorded as turning from red 
to white when pain was elicited. Vermiform 
movements of the tumor have been recorded 
but were not present in any of our cases. 

Some of the lesions were painful; a com- 
parison between these and nonpainful le- 
sions is presented in a subsequent section. 


Two lesions were tender when hot, and 
three were tender when exposed to cold. 
All painful lesions were tender when me- 
chanically stimulated. Spontaneous pain in 
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a nodule of leiomyoma cutis occurred only 
once. Pruritus was present in three lesions... 
that were not painful. In one patient, the 
following events were recorded as accom- 
panying the episode of pain: “The pupils 
dilated, the patient became pale, and the 
blood pressure fell. The episode lasted 
from 15 to 20 minutes.” 

A family history was obtained in one 
patient, who stated that her father had 
similar nodules. 

Pathologic Aspects —Leiomyomas of the 
skin presumably arise from the arrectores 
pilorum muscle. The involvement of the 
dermis by smooth-muscle bands and masses 
is characteristic of this tumor (Figs. 2 and 
3). No capsule or organization exists, 
especially in superficial nonpainful lesions. 
The characteristic histologic feature is the 
appearance of transverse sections of muscle 
fascicles. The centrally placed nuclei and 
the regularity of the cellular masses are 
distinctive. This is reflected in the regular 


Fig.2—Leiomyoma 
cutis. (a) Small super- 
ficial painless lesions. 
Note the zones of normal 
connective tissue between 
the masses; Van Gieson; 
reduced 25% from mag. 
25. (b) Larger deeper 
painful lesion in same 
case; hematoxylin and 
eosin; reduced 25% from 


mag. X6. (c) Gomori 
reticulum stain in same 
case, revealing regular 


pattern of smooth muscles 
surrounded by organized 
pattern of fine reticulum 


fibers appearing black; 
reduced 25% from mag. 
X 180. (d) Nerve fibers 


(black) being compressed 
by smooth-muscle tumor. 
This was a painful lesion; 
special stain for nerves; 
reduced 25% from mag. , 


xX 120. 
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Fig. 3—Leiomyoma cutis. 
(a) Typical picture of super- 
ficial lesion, showing smooth 
muscle in relation to ar- 
rectores pilorum muscle at 
arrow; Van Gieson; 75. 
(b) Same case; greater mag- 
nification of muscle cells to 
show myofibrils; Van Gie- 
son; 245. (c) Leiomyoma 
of a painful nature. Note 
involvement of cutaneous 
nerve bundle; Van Gieson; 


X 435. 


connective-tissue pattern even when there 
appears to be an increase in the connective- 
tissue stroma. The amount of destruction 
of elastic tissue varies in different lesions, 
and often the elastic tissue is merely pushed 
aside. The reticulum stain demonstrates the 
regularity of the masses of tumor cells and 
the surrounding reticulum pattern (Fig. 
2[c]). 

Comparison of Painful and Painless 
Lesions —Multiple biopsies were done on 
painful and painless lesions in five cases. 
Little clinical difference was apparent ex- 
cept for the size of the lesion; the painful 
lesions were always larger and more de- 
veloped. Figure 2(a) illustrates a section 
through a nonpainful nodular lesion. The 
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masses of smooth-muscle tissue are lying 
loosely in the substance of the dermis ; also, 
it should be noted particularly that the level 
of the dermis-subcutis border has not been 
reached. In all painful lesions, the smooth- 
muscle masses had developed to sufficient 
size to penetrate the tissue to the level of 
the panniculus (Fig. 2[b]). Usually by this 
time they also protruded from the surface; 
while a clear zone separated the epidermis 
and the tumor in most instances, the epi- 


dermis usually showed pressure effects 
from the encroachment of the dermal 
lesion. 


Studies for nerves disclosed that it was 
not until the mass of smooth muscle had 
developed sufficiently to occupy a large 
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TABLE 2—Cutaneous Angiomyomas: Clinical 
Data m Eight Cases * 








Age, Dura- 
Case Sex Yr. tion Site 
24 F 61 Recent Right knee 
25 F 47 9 mo. Left forearm 
26 F 31 5 yr. Left calf 
27 F 52 — Left upper arm 
28 F 56 — Left leg 
29 F 70 6 mo. Popliteal fossa 
30 F 59 3 yr. Left calf 
31 F 58 Recent Right Achilles region 








* The tumors were painful in all 8 cases. 


volume of dermis that the tumor became 
painful. In all the painful tumors examined, 
large nerve trunks were included within 
the muscle mass itself. In small painless 
lesions, nerve fibers and trunks were found 
about the periphery of the tumor, as if the 
invading tumor had pushed the nerve to 
one side rather than including the nerve 
between the smooth-muscle fascicles. In a 


4—(a) 
angiomyoma in left upper 
arm. Tumor lies deep in 
cutis and subcutaneous 
tissue; hematoxylin and 
eosin; reduced 25% from 
mag. X 10. (b) Angio- 
myoma from right knee, 


Solitary 


Fig. 


revealing small vessels ; 
hematoxylin and eosin; 
reduced 25% from mag. 
XxX 100. (c) Angiomyoma 
from right knee, showing 
nerve bundles (black) be- 
ing compressed by tumor 
cells; special stain for 
nerves; reduced 25% 
from mag. X 165. (d) 
Nodular (dartoic) myoma 
scrotum: Note 
smooth-muscle cells in 
both longitudinal and 
cross section; Van Gie- 
son; reduced 25% from 
mag. X 325 


from 
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blind evaluation of the lesions in given cases 
of leiomyoma cutis, it was found possible ..- 
on study of sections stained by hematoxylin 
and eosin for one of us (R. K. W.) to tell 
accurately whether histologic sections came 
from painful or painless lesions. This 
selection was based solely on the amount 
of dermis involved and the level in the 


dermis to which the tumor had penetrated. 


Angiomyoma 

Clinical Features (Table 2)—Angiomy- 
oma arises in the deeper portions of the 
dermis or the subcutaneous tissue and pre- 
sents as an isolated flesh-colored or blue 
nodule on the extremities, All of our eight 
patients were women. The pain that was 
common to all these lesions and the relatively 
short course are deserving of notice. The 
lesions arose late in life in all eight patients 
and were generally painful within three 
years; symptoms were noted usually by the 
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end of the first year. The presence of pain 


‘.. brought the patient to the physician in most 


instances. Pruritus was absent. Changes in 
temperature did not induce pain. In many 
instances, the pain was spontaneous, as well 
as mechanically induced. 


Pathologic Aspects—Angiomyomas ap- 
parently arise from the tunica muscularis 
of blood vessels. These tumors are rounded 
masses of smooth muscle found usually be- 
low the dermis (Fig. 4[a]). Masses of 
capillaries and medium-sized blood vessels 
are seen within the tumor (Fig. 4[b]). An 
elastic-tissue stain is helpful in this tumor 
in outlining the internal elastic lamella and 
demonstrating the vessels even in a tumor 
that may show some degenerative signs. 
Figure 4(c) shows a pair of nerve trunks 
included within the substance of an an- 
giomyoma. These tumors are painful early 
in their development, principally because 
somatic nerves accompany small vessels into 
the tissue and are found mingling with 
autonomic fibers in the adventitia of the 
vessels. Therefore, sensory fibers are 
caught by a tumor developing in the vessel 
wall and pressure is exerted early on the 
deeper nerve trunks that usually accompany 
vessels in the septa of the panniculus. 


Nodular (Dartoic) Myoma 


Clinical Features—The nodular myoma 
in our series was from a 54-year-old man 
who had noted a symptomless solid semi- 
translucent 2 cm. mass on his scrotum for 
years. The patient desired removal of this 
tumor, and accordingly it was taken off as 
an excision biopsy. The clinical diagnosis 
was epidermal cyst. Examination disclosed 
a smooth-muscle tumor arising in the dartos 
tunic of the scrotal tissues. 


These smooth-muscle masses generally 
are solitary, may occur at any time of life 
and are usually not painful. The lack of 
pain is probably due to their origin deep in 
the subcutaneous tissue; they push the nerve 
trunks aside rather than growing around 
and about the nerve trunks and compressing 
them. The true diagnosis is discovered only 
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on removal at the patient’s request, as in 
this instance. 

Pathologic Aspects.— The pathologic 
features of nodular myomas are similar 
to those of leiomyoma cutis. Figure 4 (d) 
shows a smooth-muscle mass representative 
of the histologic picture of this type of 
tumor. 


Leiomyosarcoma 


Clinical Features—As already noted, our 
series of 33 cases included 1 instance of 
leiomyosarcoma. A 32-year-old woman 
noted an extremely tender nodular lesion 
on the right thigh in 1937. It had bled on 
two occasions when it had been traumatized. 
It was approximately 1 cm, in diameter 
and was elevated 0.5 cm. above the surface 
of the skin. It was fulgurated, but it re- 
curred. On the second occasion, it was 
treated with a half-strength radium plaque 
for 20 minutes, but it did not respond 
adequately. It was excised, and the original 
impression of granuloma telangiectaticum 
was proved to be erroneous when a leiomyo- 
sarcoma was discovered. 

Fourteen years later, the patient was 
found to have a small painful nodule on 
the perineum of unknown duration that was 
thought to be either a Bartholin cyst or a 
glomus tumor. The latter diagnosis was 
made at the time of excision, but recent 
review of the sections made it appear more 
likely that the lesion was a hemangiopericy- 
toma rather than a glomus tumor. The pa- 
tient, when seen clinically in January, 1958, 
which was 21 years after excision of the 
leiomyosarcoma of the thigh, apparently had 
no recurrent tumors. 

As far as we know, this is the only case 
of cutaneous leiomyosarcoma that has been 
seen at the Mayo Clinic. Probably not more 
than a dozen cases of cutaneous leiomyosar- 
coma have been reported. These tumors are 
extremely rare and usually remain localized, 
although Levack and Dick reported two 
cases of cutaneous leiomyosarcoma with 
lymphatic spread, as already noted. Dr. 
Dick and Dr. John Milne, of Ayrshire, Scot- 
land, made available tissue from the second 
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Fig. 5.—Painful leio- 
myosarcoma of right 
thigh of 1 year’s duration 
in a 32-year-old woman. 
(a) General pattern; 
hematoxylin and eosin; 
reduced 25% from mag. 
xX 70. (b) Note disorgan- 
ization and immaturity of 
cells; hematoxylin and 
eosin; reduced 25% from 


mag. X 340. 


case reported by Levack and Dick. This 
tissue was studied by us and by all our col- 
leagues in surgical pathology; all of us 
agreed independently that the histopathologic 
picture presented by this tissue probably 
would be interpreted in this country as that 
of rhabdomyosarcoma rather than leiomyo- 
sarcoma. This comment is made not in the 
spirit of criticism but merely to emphasize 
the potential confusion in comparing diag- 
noses, which perforce will vary somewhat as 
interpretation varies throughout the world. 

Pathologic Aspects——Figure 5 illustrates 
the spindle-cell tumor found on pathologic 
examination. It was a small localized tumor 
composed of cells whose cytoplasm con- 
tained myofibrils. A number of mitotic 
figures were present, and it was on this 
criterion, as well as on the clinical evidence 
of malignancy, that the diagnosis was made. 





Diagnosis 


Once the physician becomes familiar with 
the variations in cutaneous myomas and 
realizes that painless as well as painful le- 
sions exist, then a relatively high percentage 
of correct diagnoses can be made clinically. 
This was not true in our series, in which 
leiomyoma was diagnosed 9 times in 33 
examinations. Other diagnoses were nevus 
once, sarcoid twice, xanthoma once, glomus 
tumor twice, neurofibroma twice, lympho- 
cytoma once, syringoma twice, and cysts 
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twice. The diagnosis of cyst is made most 
frequently with regard to nodular (dartoic) 


myoma. In the group of angiomyomas, 


-which are usually solitary lesions, distinction 


from a painful glomus tumor or neurofibro- 
ma may be difficult clinically. 


The uniform microscopic pattern in prac- 
tically all lesomyomas of the skin permits 
one to make the histopathologic diagnosis 
from sections stained with hematoxylin and 
eosin in most instances, although special 
stains for connective tissue are useful. The 
true glomus tumor arising in connection 
with the glomus body has a definite pattern. 
neurofibroma has the typical whorling ar- 
rangement of the fibers. The other conditions 
mentioned under clinical differentiation 
present an entirely different histopath- 
ologic picture from that of leiomyoma or 
angiomyoma. The latter tumor may exhibit 
a predominance of fibrous and angiomatous 
tissue, or even lymphangiomatous involve- 
ment, and so one hears reference to 
fibromyoma or lymphangiomyoma or a 
combination of these terms. Some observers 
have mentioned the association of leiomyoma 
with other forms of nevi; this phenomenon 
was not present in any of our cases, nor was 
there any evidence of increase in nerve 
fibrils. The distinction between leiomyosar- 
coma, rhabdomyosarcoma, and hemangio- 
pericytoma may require the use of special 
stains. 
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Treatment 


= These tumors may be allowed to remain 
in situ as long as they are asymptomatic. 
When treatment is desirable, surgical ex- 
cision of the lesion or lesions is the method 
of choice. New lesions may occur subse- 
quently adjacent to the region of excision 
of the smaller lesions of leiomyoma cutis. 
In many instances, excision must be fol- 
lowed by skin grafting because the area 
of involvement is so large. Ormsby sug- 
gested many years ago that they sometimes 
can be removed successfully by electrolysis, 
application of carbon dioxide snow, or ful- 
guration. Radiotherapy apparently has no 
effect on the lesions or the sensations that 
they produce. 


Summary and Conclusions 


A study has been made of 33 cases of 3 


smooth-muscle tumors of the skin encoun- 
tered at the Mayo Clinic. This group in- 
cluded 23 cases of leiomyoma cutis, 8 cases 
of angiomyoma, 1 case of nodular (dartoic) 
myoma, and 1 case of leiomyosarcoma. 

Cutaneous leiomyomas only become pain- 
ful when they are large enough to invade 
and extend around the bundles or trunks of 
cutaneous nerves in the deeper part of the 
cutis and the subcutaneous tissue. Special 
stains did not reveal any increase in nerve 
fibrils or nerve trunks. Special histochemi- 
cal stains proved to be of little value in 
differentiating myomatous tissue. 

All eight angiomyomas occurred as soli- 
tary lesions, and all were in women. The 
age of onset was much later in this group 
than in leiomyomas, which sometimes begin 
at birth or shortly thereafter. 

Dartoic myoma is an uncommon lesion 
seen primarily by the surgeon because it be- 
gins in the subcutaneous tissue and calls 
for surgical removal. 

One case of cutaneous leiomyosarcoma is 
` reported in which recurrence was absent 
21 years after surgical excision. 


Mayo Clinic. 
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ABSTRACT OF DISCUSSION 


Dr. HERMANN Pinxkus, Monroe, Mich.: It is 
a very meritorious undertaking that Dr. Mont- 
gomery has discussed the smooth-muscle tumors 
of the skin for this Association after a lapse of 
more than 30 years, that is, since Dr. Ormsby pre- 
sented a review of all cases published up to 1924. 
Now, Dr. Montgomery and Dr. Winkelmann have 
analyzed the rather extensive material of the Mayo 
Clinic and have applied the newer histolgic and 
histochemical techniques to these tumors. The out- 
standing result of their study is the demonstration 
that pain, which is so prominently mentioned in 
textbooks as a suggestive clinical symptom, really 
is a late sign and depends entirely on compression 
of nerve trunks by the tumor mass. 

To gain a better basis for discussion, I reviewed 
my own material and found 24 cases of smooth- 
muscle tumors, that is, roughly, 1 case for each 
1000 accessions. These were as follows: Leio- 
myoma cutis—l6 cases (8 males and & females), 
with 15 benign and 1 malignant; angiomyoma—3 
cases (2 males and 1 female), with 2 benign and 
1 malignant; atypical tumors—5 cases (1 male 
and 4 females), with 1 deep muscle plate, 2 com- 
bined with adnexal nevus, and 2 combined with 
blue nevus. There were 16 leiomyomas, evidently 
related to arrector muscles. One of these was 
considered a malignant lesion and, actually, was 
very similar to Dr. Montgomery’s illustration of 
leiomyosarcoma. There were only three angiomy- 
omas, and one of these was a highly malignant 
tumor which apparently had originated in the 
smooth muscle of an artery. 

Then, there were also five lesions which did 
not fit into either group. One of these was a 
thin plate of smooth muscle, consisting of bundles 
running at almost a 90-degree angle to each other 
and occupying a position at the dermosubcutaneous 
border. This lesion suggested dartoic origin but 
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was a single plaque on the left shoulder of a 


9-year-old girl and was of only two months,- 


duration. The clinical diagnosis had been granuloma 
annulare in this case. The four other lesions 
seemed to be associated with nevoid disturbances 
of the skin, two with adnexal hamartomas of the 
nevus sebaceus type, and two with blue nevi. 


Surprisingly, pain was not mentioned by the 
submitting dermatologists except in one case of 
angiomyoma and in one case of organoid adnexal 
nevus. Conversely, pruritus was mentioned four 
times. Clinically, the diagnosis of leiomyoma was 
made or suspected in only 4 of the 24 cases. This 
material supports Dr. Montgomery’s conclusion 
that pain is not a very valuable symptom in the 
clinical diagnosis of leiomyoma. Moreover, pain is 
a not uncommon feature in deep-seated and fairly 
large dermatofibromas and _ histiocytomas. 


I should now like to bring up one point which 
Dr. Montgomery mentioned and which, I think, 
is deserving of emphasis. How does one really 
identify smooth-muscle fiber in a histologic section? 
There is no problem, of course, in those lesions 
that consist of mature muscle bundles in charac- 
teristic arrangement, but is there a stain that 
identifies a single and morphologically atypical 
fiber? When the Van Gieson mixture stains fibrous 
tissue red and smooth muscle yellow, that is a 
general difference between staining of collagen and 
cytoplasm. Cytoplasm of fibroblasts in fibromas 
also stains yellow, and some unquestioned leio- 
myomas contain so much interstitial collagen that 
they look very red in Van Gieson stains. Other 
trichrome stains of the Masson and Mallory type 
are apparently of no greater usefulness, as Dr. 
Montgomery points out in his manuscript. 


The authors have also used various histochemical 
procedures but apparently did not find these very 
helpful, either. I should like to ask Dr. 
Montgomery if he used Mallory’s phosphotungstic 
acid hematoxylin, which demonstrates normal 
muscle, including even myoepithelial cells of sweat 
glands, very well. Another possibility, which was 
recently mentioned by Bandmann and Spier, is the 
plasmal reaction of Feulgen and Voit. This reaction 
is said to be strongly positive in normal smooth 
muscle but negative in fibroblasts. Unfortunately, 
it requires fresh tissue, which so often is not 
available. 


One feature that has seemed helpful to me is 
the presence and direction of elastic fibers. Elastic 
fibers are closely associated with normal arrector 
muscle as elastic tendons at both ends and as fine 
fibrils between and around muscle cells. Un- 
doubtedly, elastic fibers are not infrequently absent 
or reduced in leiomyomas, but, in my material, they 
were definitely increased in 6 out of 13 benign 
tumors of the arrector type, and, even if reduced 
in number, they often followed the direction of 


Vol. 79, Jan., 1959 


._ histiocytomas and fibromas. 


SMOOTH-MUSCLE TUMORS 


the bundles—a feature that is not present in 
This parallelism of 
` elastic and muscle fibers was seen in 10 of the 13 
tumors. 

In conclusion, I should like to congratulate Dr. 
Montgomery and Dr. Winkelmann on a fine piece 
of work. 

Dr. WALTER R. Nicker, San Diego, Calif.: Dr. 
Montgomery mentioned a single report that he 
had read of a lesion referred to as nevoid leio- 
myoma. I can report on another case. 

About three months ago, I saw a 3-week-old child. 
The mother stated that when she bathed the child, 
or when the skin was irritated, there was an area 
on the right lateral chest wall that would become 
much more red and slightly elevated. I thought 
that I had an unusual case of urticaria pigmentosa 
and proceeded to stroke the area of skin on the 
lateral chest wall. It immediately rose up, maybe 
an eighth of an inch above the surrounding skin, 
and became a little firmer. The response was rapid 
for the urtication of urticaria pigmentosa. It was 
not true urtication but was a rising up or elevation 
of the skin. 

I performed a biopsy on the lesion, and, to my 
surprise, it was reported as “leiomyoma.” Special 
stains confirmed the diagnosis. I presented the 
lesion to our local dermatological society, and no 
one in our area had ever seen one previously. 
Rather than the term “nevoid leiomyoma,” I was 
thinking that a better name for this kind of case 
would be a hamartoma. 

Dr. Franceso RONCHESE, Providence, R. I.: 
In regard to pain, I have followed for the last 
10 years a case of leiomyomata on a young woman’s 
lower leg, having the same clinical appearance as 
the one in Dr. Montgomery’s case in which the 
pain was so severe and the usual therapy was so 
ineffective that she submitted to a chordotomy. 
The procedure reduced the pain only in part. Three 
years later the patient developed inveterata type of 
psoriasis and, besides itching, still has pain. 
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Dr. HAmritton MontcoMery, Rochester, Minn. 
Time did not permit reference to the case of 
leiomyoma reported by our President, D. Finnerud, 
or the one reported recently by Tom Fitzpatrick 
and Saunders, Dr. Winkelmann and I went over 
probably some 150 articles, many of which simply 
represented single case reports. 


Now, as far as the Mallory phosphotungstic acid 
stain goes, we have used that. We are not familiar 
with the plasmal-cell stain that Dr. Pinkus men- 
tioned. 

As far as the elastic fibers are concerned, all 
of the 33 cases were routinely stained with elastin 
H or Weigert stains or modifications thereof, and 
we could come to no definite conclusions about 
the increase or decrease in elastic fibers. We did find 
that the reticulum stained very clearly, as I showed 
on the screen, and that this was much more 
valuable than other stains. Dr. Winkelmann says 
he believes he can pick out 90% of the cases just 
by looking at a hematoxylin and eosin stain and 
differentiate them from neurofibromatosis or from 
fibromas or dermatofibromas, and so forth. 


If we omit the dartoic type and the solitary 
deep type, which apparently occur only in women 
and usually in the later decades of life, the ordinary 
leiomyoma cutis often begins early in childhood 
and can be associated with other nevoid dis- 
turbances. There are a number of cases in the 
literature described under the term of angioleio- 
myoma and also fibroleiomyoma, and, in a sense, 
they are all hamartomas. They are benign and 
should not be confused with malignant rhabdomyo- 
sarcoma or liposarcomas, both of which have giant 
cells and are very actively growing. 

It is interesting to note that my former teacher, 
Oliver S. Ormsby, presented a paper on leiomyoma 
before the American Dermatological Association 
in Minneapolis, in 1924, and that, despite newer 
histochemical methods, we have not learned much 
more since then. 


41 


Granuloma Faciale 


CAPT. WAINE C. JOHNSON (MC); COL. ROBERT S. HIGDON (MC), U. S. Army, and 


ELSON B. HELWIG, M.D., Washington, D. C. 


Granuloma faciale is a dermatosis charac- 
terized clinically by elevated, usually asymp- 
tomatic, reddish-brown plaques on the face. 
The term granuloma faciale was first used 
by Pinkus,’ to define the lesions in a case 
he reported with Cobane and Straith.? For- 
merly this disorder had been termed eosino- 
philic granuloma of the skin. 


A study of 15 examples of granuloma 
faciale has been undertaken at the Armed 
Forces Institute of Pathology for the pur- 
pose of determining its natural history and 
relation to eosinophilic granulomas and of 
exploring its histogenesis. 


Historical Review 


Eosinophilic Granuloma of the Skin.— 
The term “eosinophilic granuloma of the 
skin” was first used in 1937, by Nanta and 
Gadrat,® in reporting a patient with ulcerat- 
ing lesions of the mouth and anus associated 
with tuberculosis. They also reviewed and 
included in this category a case reported by 
Freund * and another by Pautrier and as- 
sociates.° Weidman ê classified the lesion of 
Nanta and Gadrat’s patient as tuberculosis 
cutis orificialis, of Freund's patient as atypi- 
cal mycosis fungoides, and of Pautrier’s 
patient as not diagnostic. In the French 
literature at this time the syphiloid of cats 78 
was discussed and considered to be related to 
eosinophilic granuloma of the skin. Other 
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cases reported as eosinophilic granuloma of 
the skin *1® have been reviewed by Buley,!* 
Weidman,® Lewis and Cormia,!® and 
Lever.” Weidman® recognized that the 
cases reported as eosinophilic granuloma of 
the skin were actually a heterogeneous group, 
related only by the presence of tissue 
eosinophilia. He divided them into two ma- 
jor groups: idiopathic (leukotic) and symp- 
tomatic (inflammatory). The idiopathic 
group included leukemia, mycosis fungoides, 
Hodgkin’s disease, and lymphosarcoma; the 
symptomatic group, specific infectious dis- 
eases, toxic reactions, ids, and erythema 
elevatum diutinum. 

Eosinophilic Granuloma of Bone.—Lich- 
tenstein and Jaffe *° (1940) introduced the 
term eosinophilic granuloma of bone to 
designate a disease which previously had 
been reported under other titles.24*4 Farber 
and Green %26 suggested that it was a vari- 
ant of Letterer-Siwe and Hand-Schiiller- 
Christian diseases. Of this disease group 
referred to as the histiocytoses or reticulo- 
histiocytoses, Letterer-Siwe is the severest 
and occurs chiefly in infancy; Hand-Schiil- 
ler-Christian disease is less severe, and 
eosinophilic granuloma of bone is the mild- 
est, both being seen principally in children 
but also in young adults. Several examples 
of eosinophilic granuloma of bone with skin 
involvement have been reported.27-31 

Granuloma Faciale-—The lesions of the 
patient reported by Pasini 1? (1940) were 
limited to the face but were considered by 
Weidman ® to be manifestations of aleukemic 
reticuloendotheliosis. The case reported by 
Wigley ** (1945) appears to be the first 
definite example of granuloma faciale. Early 
cases reported or presented at meetings in- 
clude those of Buley1* (1946), Lever 19 
(1947), and Hand ** (1947), one each; 
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Lever, Lane, Downing, and Spangler ** 
~(1948), three cases; Cooper” (1948), 
Oliver and associates?” (1949), Co- 
bane, Straith, and Pinkus? (1950), and 
Boersma 37 (1950), one each, and Lever 
and Leeper! (1950), Peck, Palitz, and 
Reiner 38 (1952), two each. In 1952 Pin- 
kus 3? reported three new cases and reviewed 
the world literature. He concluded that a 
total of 29 cases, including the ones in his 
report, had been recognized at that time. 
Additional examples have been recognized in 
several countries since 1952. 


Material and Methods 


Of the 15 cases in our series at Armed Forces 
Institute of Pathology, 1 has been reported pre- 
viously by Cobane, Straith, and Pinkus* and an- 
other presented by Weidman“ at the American 
Academy of Dermatology and Syphilology exhibit 
and panel discussion on histopathology. Special 
staining procedures were performed in 10 cases. 
The methods employed included Hart's elastic, 
Snook’s reticulum, Gram (Brown and Brenn modi- 
fication), Gomori’s methenamine silver nitrate for 
fungus, Ziehl-Neelsen and Fite for acid-fast bac- 
teria, Perls iron, Fontanas for argentaffin 
granules, toluidine blue, polychrome methylene 
blue, Giemsa, periodic acid-Schiff (PAS) reaction 
with and without diastase digestion, Van Gieson’s, 
Weigert’s Gram, crystal violet, phosphotungstic 
acid hematoxylin with and without trypsin diges- 
tion for three hours, and oil red O. Sections were 
examined under polarized light and after microin- 
cineration. 

Follow-up data and answers to a special ques- 
tionnaire were received in 13 cases.* 


Clinical Course 


The clinical appearance of granuloma 
faciale, in the 15 patients we have studied, 
was that of a plaque or nodule in 12 and 
of macules in 3. The lesions were soft and 
usually brown, red, or purple and varied 
from a few millimeters to 8 cm. in diameter. 
In two patients the center of the lesion was 
depressed (Fig. 1). Occasionally the fol- 


_ *Drs. J. L. Arbogast, Herman Beerman, L. M. 
Mason, Herman Pinkus, E. M. Satulsky, Claire 
Straith, and Herbert F. Williams obtained and 
granted permission for use of additional clinical 
data and follow-up information. 
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Fig. 1—A reddish-brown plaque with a de- 
pressed center on the forehead. Lesions with de- 
pressed centers were seen in only 2 of the 15 
patients. AFIP Neg. 58-5221. 


licular openings were dilated. The lesions 
never ulcerated or drained, except second- 
arily to surgical procedures. A few patients 
noticed moderate variations in the substance, 
color, and conspicuousness of the lesions. In 
6 of the 15 patients the lesion was single; the 
greatest number seen in any patient was 9. 
All were limited to the face. They were 
distributed in decreasing order of frequency 
on the sides of the nose, preauricular areas, 
cheeks, forehead, tip of nose, and helix of 
the ear. Five of the patients were asympto- 
matic, while the rest noticed varying degrees 
of itching, stinging, or tenderness, The le- 
sions of four patients were aggravated by 
sunlight and those of two, by heat. 

Three patients had sustained an injury or 
laceration in the area of involvement prior 
to onset of the granuloma, but a definite 
relationship between the two could not be 
established. Six of the patients had a his- 
tory of one or more of the following “al- 


TABLE 1.—Anatomical Sites of Lesions 


Patients, 
Site No. 
co OS Se E g 
Preauricular areas.-....---------- 6 
SE a E 6 
Otitis cae E E E S. 4 
OE PND CNA feces 2 
PlGme Or G0? ->l on nt 1 


TABLE 2.—Age Distribution of Patients at Onset 


Age No 
| edt Sg eh Ree eee SA ee: 1 
OE a eee T | 5 
NE tt he ie od 4 cee eaten 3 
lite Nc ea caper 4 
| SE Leen eee Seen Sree DR 2 

NES 2b os sg ge a 15 


lergic diseases”: hay fever, asthma, hives, 
sinusitis, and drug allergy. Three had 
acne rosacea and one of these observed 
aggravation of the granuloma faciale con- 
comitant with a flare-up of the rosacea. 
Four patients had infected teeth; two had a 
heart murmur following streptococcal sore 
throat. None of the patients had relatives 
with granuloma faciale. On specific ques- 
tioning all of the patients denied having had 
any disease of bone. 


All except 1 of our 15 patients were men. 
The age at onset of the disease varied from 
25 to 65 years. All patients were white; 
most had fair skin and blonde to brown 
hair. The disease did not appear to be re- 
gional; the patients had lived in all parts of 
the United States before onset of the le- 
sions, 

The initial clinical differential diagnoses 
in our series, in decreasing order of fre- 
quency, were lupus erythematosus, sarcoido- 
sis, eosinophilic granuloma, lymphoma, 
leukemia, erythema elevatum diutinum, fixed 
drug eruption, leprosy, granuloma, and 
Bowen's disease. 

A complete blood cell count in each of 
seven patients was normal, except for an 
eosinophilia of 7% in one patient. The re- 
sults of other routine laboratory examina- 
tions were normal, and roentgenologic bone 
survey performed on two patients was nega- 
tive. 

The patients in our series were treated 
by the following methods: surgical excision, 
x-ray, electrodesiccation, freezing with solid 
carbon dioxide (Dry Ice), gold injections, 
bismuth orally and intramuscularly, testos- 
terone, cortisone, chloroquine, p-aminoben- 
zoic acid, calciferol (Drisdol), isoniazid, 
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iodides, potassium arsenite (Fowler’s solu- 
tion) orally, dermabrasion, penicillin, and+-’ 
sun-protective creams. 


The results of treatment, except when 
complete removal or destruction of the lesion 
was accomplished, were uniformly poor. In 
a few patients, surgical excision cured an in- 
dividual lesion permanently, while in others 
recurrence arose in the scar, Response to 
x-ray therapy was poor. Drug therapy, on 
the whole, was ineffectual. In one case 
temporary flattening of a lesion followed 
treatment with chloroquine. Applications of 
solid carbon dioxide produced definite im- 
provement in several instances. None of the 
lesions disappeared without treatment, al- 
though only minimal residual pigmentation 
and atrophy were seen on examination of 
one patient 13 years after onset. 


The period of follow-up ranged from 1 
to 24 years after onset of the disease, and 
the average was 89 years. Two patients 
were completely clear of lesions at follow-up 
one and five years, respectively, after ex- 
cision of the lesions, The other patients still 
had one or more persistent lesions. 


Pathologic Observations 


The tissue sections from each lesion 
showed a cellular infiltrate in the corium 
separated from the epidermis by a narrow 
relatively uninvolved (grenz) zone (Fig. 2). 
The epidermis was unchanged except for 
flattening of the rete ridges. A narrow zone 
of normal connective tissue separated the 
epidermal appendages from the cellular in- 
filtrate, which was usually located in the 
upper and middle corium but occasionally 
involved the entire corium and the upper 
part of the subcutaneous tissue. In the more 
extensive lesions the infiltrate was diffuse, 
although more concentrated perivascularly 
(Fig. 3). In smaller lesions the infiltrate 
was limited to perivascular sites. In a few 
lesions there was appreciable fibrosis 
(Fig. 4). 

The cellular infiltrate was of mixed cell 
type. Leukocytes, either eosinophilic or 
neutrophilic, were present in all lesions. 
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Eosinophilic leukocytes usually predomi- 
nated, but in two instances the neutrophilic 
cells predominated with only an occasional 
eosinophil (Fig. 5). Frequently, mononu- 
clear eosinophils were also present. Other 
cell types represented included histiocytes, 
lymphocytes, mast cells, plasma cells, and 
fibrocytes. 

The changes in blood vessels were of par- 
ticular interest because 
centered about them. In the upper corium 
the capillaries and small venules were dilat- 
ed, but often neither the endothelium nor 


the reaction was 


Fig. 3.—A dense cel- 
lular infiltrate concentrat- 
ed around a capillary is 
composed of a mixture of 
mature inflammatory cells 
with eosinophils, leuko- 
cytes predominating. He- 
matoxylin and eosin; 
(AFIP Acc. 260096) 
AFIP Neg. 52-1219; re- 
duced approximately 15% 


from mag. X 1000. 
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Fig. 2—The epidermis 


is normal except for 
flattening of the rete 
ridges. There is a cel- 


lular infiltrate in the up- 
per corium separated 
from the epidermis by a 
narrow (grenz) zone of 
normal connective tissue. 
Hematoxylin and eosin; 
(AFIP Acc. 518482) 
AFIP Neg. 58-7661; re- 
duced approximately 10% 
from mag. X 55 


ZN Ye 


the wall was appreciably thickened. Around 
some of these vessels the nuclei of the in- 
flammatory cells were fragmented and an 
acidophilic-staining material was laid down 
in a trabecular pattern. This material usu- 
ally appeared to be outside the vessel wall 
and not to involve the wall directly. It was 
prominent in only a few specimens and was 
not a constant feature. Extravasation of red 
blood cells into the perivascular areas with 
deposition of hemosiderin was fairly com- 


mon. 





Fig. 4—Fibrosis of the 
connective tissue in the 
upper corium, an out- 
standing feature in this 
lesion, pathologically rep- 
resents a late stage of 


- 


Ai 
Ps age sae: 


= is Si 

granuloma faciale. He- ma 
: ; iF a 

matoxylin and eosin; Sia 

(AFIP Acc. 753696) ae 


AFIP Neg. 58-5896; re- 
duced approximately 10% 
from mag. X 50. 


Almost complete destruction of elastic fi- 
bers in the areas of cellular infiltration was 
demonstrated by Hart’s elastic stain, thus 
emphasizing the narrow normal (grenz) 
zone of connective tissue immediately be- 
neath the epidermis. The Snook reticulum 
stain revealed an increased number of fine 
reticulum fibers in the infiltrate. Examina- 
tion of sections stained with Gram ( Brown 
and Brenn modification ), Gomori’s methena- 
mine silver, Ziehl-Neelsen, Fite, and Giemsa 
stains did not reveal micro-organisms. The 
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Perl iron reaction was moderately positive 
perivascularly. This correlates with the red- 
dish ash seen in these 
microincineration. The Fontana stain dem- 
onstrated a normal amount of melanin in 


iron areas on 


the epidermis above the infiltrate but only a 
small amount in the cellular infiltrate. Tolui- 
dine blue, methylene blue, and Giemsa stains 
were employed to study mast cells, which 
were seen throughout the infiltrate but were 
more numerous around the blood vessels and 
epidermal appendages. In these areas 10 


Fig. 5.—A higher pow- 
er of the lesion seen in 
Figure 4 reveals numer- 
ous neutrophilic leuko- 
cytes and a few 
eosinophilic ones. In 
most lesions eosinophils 
predominate. Hematoxy- 
lin and eosin; (AFIP 
Acc. 753696) AFIP Neg. 
57-13486; reduced ap- 
proximately 15% from 


mag. X 440. 


Vol. 79, Jan., 1959 


GRANULOMA FACIALE 


. Fregi te 


mast cells per high-power field was not un- 
common. The acidophilic material seen 
perivascularly in some cases was moderately 
positive with the PAS reaction and was not 
digested with diastase. This material was 
yellow in sections stained by Van Gieson’s 
method, purple with crystal violet, and blue 
to blue-black with phosphotungstic acid 
hematoxylin (Figs. 6 and 7) and resisted 
digestion with trypsin. Weigert’s Gram 
stain for fibrin was negative. Examination 
of paraffin tissue sections under polarized 


Fig. 7.—On higher 
magnification the phos- 
photungstic acid-hema- 
toxylin-positive material 
is seen primarily around 
and outside of the blood 
vessel wall. Phospho- 
tungstic acid hematoxylin ; 
(AFIP Acc. 640362) 
AFIP Neg. 58-7666; re- 
duced approximately 15% 
from mag. X 325. 
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Fig. 6—The perivascu- 
lar material seen in a few 
lesions is similar, if not 
identical, morphologically 
and histochemically, to the 
“toxic hyalin” or ery- 
thema elevatum diutinum 
and to “fibrinoid” of the 
so-called collagen dis- 
eases. Phosphotungstic 
acid hematoxylin; (AFIP 
Acc. 640362) AFIP Neg. 
; 58-7664; reduced approxi- 
DOO ey See mately 15% from mag. 


X 70. 


light did not reveal doubly refractile foreign 
material. Oil red O stain on relatively early 
lesions, in two cases, did not reveal an ap- 
preciable amount of fat in the involved 
areas. 


Comment 


Clinical Aspects—The sex ratio of 14 
men to 1 woman is not representative of the 
general population, since most of the ma- 
terial at the Institute of 
Pathology is obtained from the predomi- 


Armed Forces 





nantly male population of the Armed Forces 
and Veterans’ Administration, Probably a 
ratio of about three men to one woman, as 
obtained from review of previously reported 
cases, is more representative. It seems sig- 
nificant that none of our patients were 
Negroes and that we have not found a re- 
port of the disease in Negroes. Ten of our 
fifteen patients noticed varying degrees of 
itching, burning, stinging, or tenderness, 
which is in contrast to the general impres- 
sion that the lesions are asymptomatic. Al- 
though the lesions tended to persist 
indefinitely, at times their color and sub- 
stance varied, Depression of the center of 
the lesions seen in two patients is a mor- 
phological variation previously unreported. 
The association with “allergic diseases” and 
foci of infection will be considered in con- 
nection with pathogenesis. 


The results of laboratory examinations 
were normal in our series, except for an 
eosinophilia of 7% in one patient. Moderate 
eosinophilia has been reported in a few in- 
stances, and its presence may depend on the 
stage of the process at the time of exami- 
nation. 

The results of treatment in this series are 
similar to those in cases previously reported. 
It appears that wide surgical excision is the 
treatment of choice if this approach is 
feasible. With multiple or widespread le- 
sions, freezing with solid carbon dioxide 
may effect improvement. If the appearance 
of the lesion is not objectionable cosmetical- 
ly, there is some question as to whether 
treatment is required, because wide excision 
of lesions has not always prevented oc- 
currence of new lesions in other sites at a 
later date. From an investigative standpoint, 
it might be worth while to treat additional 
patients with antimalarial drugs in conjunc- 
tion with sun-screening agents, since photo- 
sensitization appears to be a possible factor 
in some patients. 

Relation to Other Eosinophilic Granulo- 
mas.—Our data confirm the observations of 
earlier investigators }3"4! that granuloma 
faciale is entirely unrelated to eosinophilic 
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granuloma of bone. All patients in our 


series and those reported by others have... 


been adults. On specific questioning, none 
of the patients in our group gave a history 
of bone disorders or other symptoms re- 
lated to the histocytosis group. A roent- 
genographic skeletal survey in two patients 
and a partial survey in others revealed no 
abnormalities. The results of roentgeno- 
graphic survey performed on at least six 
patients previously reported have been 
normal. There is no evidence to suggest 


a direct relation of granuloma faciale to the 


heterogeneous group previously reported as 
eosinophilic granuloma. 

Differential Diagnosis.—Clinically, granu- 
loma faciale must be distinguished from all 
those conditions which may exhibit elevated 
or macular reddish-brown single or multiple 
lesions on the face. Clinically, lupus ery- 
thematosus, polymorphic light erruption, 
benign lymphocytic infiltration, sarcoidosis, 
lymphoma, mycosis fungoides, granuloma 
annulare, urticaria pigmentosa, fixed drug 
eruption, erythema elevatum  diutinum, 
xanthoma, xanthogranuloma, and Bowen’s 
disease may simulate granuloma faciale. All 
of them have certain characteristic clinical 
differences from granuloma faciale, but if 
they are atypical or in early stages the 
diagnosis may be confused. A biopsy cor- 
related with the clinical picture is required 
for definitive diagnosis. 

Histopathologically, granuloma faciale 
must be differentiated from all those con- 
ditions in which the outstanding feature is 
a cellular infiltrate in the upper corium. 
These include lupus erythematosus, poly- 
morphic light eruption, benign lymphocytic 
infiltration (lymphocytoma), lichen planus, 
drug eruption, secondary syphilis, lympho- 
ma, mycosis fungoides, Hodgkin’s disease, 
insect-bite granuloma, the histiocytosis 
group, erythema elevatum diutinum, and 
urticaria pigmentosa. Two features that in- 
variably are present in granuloma faciale 
provide the most useful diagnostic criteria: 
(a) The cellular infiltrate in the upper 
corium is separated from the epidermis by 
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a narrow (grenz) zone of normal tissue; 


‘+. (b) it is composed of a mixture of mature 


cells, predominantly leukocytes—eosinophil- 
ic, neutrophilic, or both—centered peri- 
vascularly. Two other criteria are not 
constant but are significant when present: 
(c) fragmentation of nuclei of polymorpho- 
nuclear leukocytes and acidophilic material 
around the blood vessels; (d) fibrosis of 
connective tissue, which probably represents 
a relatively late stage. The diagnostic sig- 
nificance of the grenz zone and the early 
leukocytic and later fibrotic stages have been 
stressed by Lever.*! 

Some of the conditions from which 
granuloma faciale must be differentiated de- 
serve individual consideration because of 
their serious nature or close resemblance to 
granuloma faciale. Mycosis fungoides has 
an infiltrate of mixed cell type that may in- 
clude eosinophils. However, the large 
atypical reticulum cells (mycosis cells), 
monocytes, and histiocytes contrast with the 
predominantly polymorphonuclear cells seen 
perivascularly in granuloma faciale. In ad- 
dition, the epidermis in mycosis fungoides 
is usually acanthotic and may include mi- 
croabscesses containing mononuclear cells 
(Pautrier). Specific infiltrations of Hodg- 
kin’s disease in the skin are rare but when 
they occur are characterized by Dorothy- 
Reed-Sternberg giant cells. Eosinophilic 
granuloma of bone and the lesions of Let- 
terer-Siwe and  MHand-Schiller-Christian 
diseases are primarily histiocytic cell infil- 
trates and can be easily distinguished.1%*! 
Urticaria pigmentosa may be more difficult 
to differentiate because the infiltrates contain 
eosinophilic and some neutrophilic leuko- 
cytes. In our material such an example was 
noted and the correct diagnosis was made 
after stains for mast cells were obtained. 
Benign lymphocytic infiltration and lupus 
erythematosus have a mixture of inflam- 
matory cells but lack the numerous eosino- 
philic and neutrophilic leukocytes seen in 
granuloma faciale. Drug eruptions may ap- 
pear in a variety of morphologic patterns, 


Johnson et al. 


including a perivascular infiltrate, but an 
abundance of leukocytes would be unusual. 
In polymorphic light eruption the perivas- 
cular infiltrate may be chiefly of leukocytes, 
but usually it is predominantly of lympho- 
cytes. The similarity to erythema elevatum 
diutinum has been recognized since the early 
descriptions, and Weidman ê used the term 
“erythema elevatum diutinum type of eosin- 
ophilic granuloma of the skin.” Sections 
of the lesions of erythema elevatum diuti- 
num, as determined in sections from areas 
other than the face, lack the flattened epider- 
mis and grenz zone. Acidophilic material, 
when present in our cases, appeared to be 
principally around the blood vessels rather 
than in the walls, as described in erythema 
elevatum diutinum, This apparent difference 
may be related to the stage or intensity of 
the reaction and not represent a basically 
different process. 


Pathogenesis and Etiology.—Previous re- 
ports on granuloma faciale have been con- 
cerned primarily with defining the clinical 
and pathologic features and separating the 
lesion from the other eosinophilic granulo- 
mas. Less attention has been given to patho- 
genesis and etiology. First, let us consider 
the closely related reaction seen in erythema 
elevatum diutinum. Clinically, it is a per- 
sistent eruption consisting of elevated red- 
dish plaques, often with clearing in the 
center and extension at the periphery, usual- 
ly located over the joints and at sites of 
trauma. The pathological reaction is some- 
what similar to that in granuloma faciale. 
Weidman * has pointed out the relationship 
of erythema elevatum diutinum to the rheu- 
matic states and presented strong evidence 
to incriminate a “hypersensitivity” to strep- 
tococcal infection. 

The acidophilic material around the ves- 
sels in granuloma faciale is similar, if not 
identical, morphologically and histochemical- 
ly, to the “toxic hyalin” of erythema ele- 
vatum diutinum and to “fibrinoid” seen in 
the so-called collagen diseases. This ma- 
terial in granuloma faciale was PAS-posi- 
tive and stained yellow with Van Gieson’s, 
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purple with crystal violet, and blue with 
phosphotungstic acid hematoxylin stains and 
was not digested by trypsin. These findings 
are consistent with fibrinoid, as described 
by Altshuler and Angevine.*® In the past it 
has been debated whether fibrinoid was due 
to inspissation of fibrin or other blood de- 
rivatives,** degeneration of collagen,*° or 
precipitation of the ground substance.** Alt- 
shuler and Angevine * concluded that fibri- 
noid results from precipitation of the acid 
mucopolysaccharide of the ground substance 
and that the precipitant in some instances 
is probably an alkaline protein derived from 
the interaction of tissue with a damaging 
agent. Gitlin, Craig, and Janeway,*® using 
fluorescein-labeled rabbit antisera against 
human fibrin, concluded that at least a part 
of fibrinoid material is fibrin. The basic 
changes in lesions attributed to hypersensi- 
tivity in man #48 and those produced ex- 
perimentally in animals*® consist of 
evidence of increased capillary permeability, 
swelling and fibrinoid necrosis of the con- 
nective tissue, and an infiltrate frequently 
in association with small blood vessels. The 
vessel wall itself may or may not be in- 
volved.°° These changes, and particularly 
fibrinoid, have been produced by methods 
other than hypersensitivity, including simple 
squeezing of tissue,°! prolonged passive hy- 
peremia,°” and large doses of deoxycorti- 
costerone acetate.*? 

The pathologic reaction is not specific, 
but, in association with the clinical course, 
it suggests to us that the basic pathophys- 
iological process is an antigen-antibody or 
hypersensitivity reaction. The “shock” tis- 
sues for the reaction are the small blood 
vessels and perivascular areas of the upper 
corium. This could be a reaction pattern 
elicited by single or multiple exciting factors 
which may not necessarily be the same in 
every case. The exciting factors remain un- 
known, but, on the basis of our material, 
foci of infection, sunlight, trauma, and 
drugs must be considered. 

Infection—Lack of micro-organisms on 
special stains, absence of suppuration, and 
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the histopathologic pattern rule against a 


local cellulitis in the areas involved. How- ..: 


ever, toxins and antigenic bacterial products 
from a distant focus deserve attention. Of 
the 13 patients in our group with follow-up 
murmur following a streptococcal sore 
information, 4 had infected teeth; 2, a heart 
throat; 3, sinusitis; 1, septic arthritis, and 3, 
acne rosacea. One patient noted an ex- 
acerbation of the lesions of granuloma 
faciale at times when his rosacea flared up. 
Eight patients had one or more foci of in- 
fection at the time of or shortly before onset 
of the lesions of granuloma faciale. 

Sunlight.—Because the lesions in our pa- 
tients were always on the face, and reported 
elsewhere in only one case, the effect of 
sunlight must be evaluated. Four patients 
noticed aggravation of the lesions on ex- 
posure to sunlight, and one stated that his 
lesions became almost black when he was in 
the tropics in World War II. As far as we 
can determine, all of the patients reported 
have been white; most of ours had fair skin 
and blonde to brown hair. The lesions of 
one patient treated with chloroquine were 
temporarily flattened. Thus, there is evi- 
dence to support, but no proof, that photo- 
sensitivity plays a role. 

Trauma.—Three of our patients had sus- 
tained trauma to the sites later involved by 
the lesions, but a definite causal relationship 
could not be established. 


=- Drugs.—Although no drugs were impli- 
cated in our series, we do not believe that 
they can be dismissed from consideration. 
Drugs are known to produce a wide variety 
of reactions, some of them similar to that 
seen in granuloma faciale. For example, the 
pathological change in allergic sulfonamide 
reactions is fibrinoid necrosis with an eosin- 
ophilic cellular infiltrate.®* Furthermore, 
photosensitivity is known to be an associated 
factor in these reactions. 


Summary and Conclusions 


The natural history of granuloma faciale 
is characterized by the onset in adults of 
single or multiple elevated brown, red, or 
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purple plaques on the face. New lesions 
..may develop over a period of several 
months. Ten of our fifteen patients noticed 
varying degrees of itching, burning, sting- 
ing, or tenderness. Response to therapy 
other than wide excision is poor. The lesions 
in most patients tend to persist indefinitely 
but vary in color and substance from time 
to time. The general health of the patients 
has remained good. 


Our material yielded no evidence of any 
relationship between granuloma faciale and 
eosinophilic granuloma of bone or the 
heterogeneous conditions once called eosino- 
philic granuloma. 


Our observations suggest that the patho- 
genesis of granuloma faciale is basically an 
antigen-antibody or hypersensitivity reac- 
tion, the small blood vessels and perivascular 
tissues in the upper corium of the face being 
the “shock” tissues. 


The exciting agents are unknown, but we 
regard foci of infection, photosensitivity, 
trauma, and drugs as possibilities. 
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Fungistasis of Hydrocortisone and Certain of Its 


Analogues 


ROBERT L. SAUVAN, M.A., and RICHARD L. SUTTON Jr., M.D., Kansas City, Mo. 


Topically applied, hydrocortisone and re- 
lated chemical substances are in common 
dermatologic use. We have observed their 
beneficial effects upon many patients with 
dermatoses clinically resembling dermato- 


phytosis. We therefore wished to know 


whether hydrocortisone and certain of its 
analogues were fungistatic in vitro. A search 
of the literature disclosed no data bearing 
directly on this question. 


Method 


Organisms selected for study were common 
dermatophytes, Trichophyton rubrum, Trichophyton 
gypseum, Microsporum audouini, Microsporum 
canis, and Candida albicans. 


With use of finely pulverized hydrocortisone 
tablets, which proved insoluble in water, a sus- 
pension was first made in 95% ethyl alcohol be- 
fore incorporation in Sabouraud’s medium. In 
0.1% hydrocortisone in Sabouraud’s medium so 
prepared, C. albicans was the only organism that 
grew. Control media, containing the same amount 
of alcohol but no hydrocortisone, were inoculated 
with the several organisms, and again only C. 
albicans grew. It appeared that the presence of 
alcohol rather than the presence of hydrocortisone 
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was concerned with the failure of the other 
dermatophytes to grow. 

Supplies were obtained of pure hydrocortisone 
acetate, hydrocortisone alcohol, prednisolone phos- 
phate, and prednisolone alcohol.* Hydrocortisone 
acetate and hydrocortisone alcohol made a coarse 
suspension in water;- prednisolone alcohol yielded 
a finely crystalline suspension, and prednisolone 
phosphate was soluble. Media were made con- 
taining 0.1% and 0.9% of the two hydrocortisones 
and 1.0% of the two prednisolones. Small seg- 
ments, approximately 3 mm. square, of mycotic 
growth from recent subcultures of stock cultures 
were ground with a glass rod in 2 cc. of physiologi- 
cal saline. No effort was made to secure accurately 
quantitative concentrations of the fungus suspen- 
sions. Except with C. albicans, where 0:25 cc: 
was used, 0.5 cc. of each suspension was trans- 
ferred to 4 cc. of saline. One-tenth cubic centi- 
meter of these dilutions was plated on Sabouraud’s 
medium in each case. Previous trial dilutions indi- 
cated that this procedure consistently yielded opti- 
mal growth. 


Results 


Results of the tests are shown in the Ta- 
ble. In all cases sterility controls were satis- 
factory. In the media containing the two 
hydrocortisones in 0.1% concentration, ig 


* These were supplied by Sharp and Dohme, 
Division of Merck & Co., Inc. 


Growth of Certain Dermatophytes in Various Concentrations of Some 


Hydrocortisone and Prednisolone Compounds 











T. Gypseum M. Audouini 
Hydrocortisone acetate 0.1% +* oo 
Hydrocortisone alcohol 0.1% + + 
Control + + 
Hydrocortisone acetate 0.9% Es + 
Hydrocortisone alcohol 0.9% + + 
Control + 4- 
Prednisolone phosphate 1.0% ps No growth 
Prednisolone alcohol 1.0% ps No growth 
Control Ae of 





T. Rubrum M. Canis C. Albicans Sterility 
No growth No growth + O. K. 
No growth No growth + O. K, 
+ No growth — 
+ + aF 0. i 
+ ES = OE. 
Ea No growth + 
+ + + O.K. 
+ = a O. K. 
a + + 


= gt T. Pa ec a a cee. a y 


* + means uninhibited growth; — means not tested. 
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rubrum failed to grow, although it grew in 
the control. M. canis grew neither on the 
test medium nor on the control. The other 
organisms grew well on both test and control 
media. Media containing the hydrocorti- 
sones in 0.9% concentration were inoculated 
with all five organisms tested. These grew; 
there was no fungistatic effect. 

In 1.0% concentrations of the predniso- 
lones, uninhibited growth occurred with all 
dermatophytes tested except M. audouini. 
The failure of M. audouini to grow under 
these conditions is unexplained. We suspect 
that this was not due to a fungistatic prop- 
erty of the compounds. Note that neither 
M. canis nor T. rubrum grew in the 0.1% 
dilutions of the hydrocortisones, but they 
did grow in the 0.9% dilutions. This er- 
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ratic behavior may be due to the method of 
diluting the suspensions of cultural material. . 
The transfer of viable, cultivable material 
apparently did not invariably occur, as evi- 
denced also by the lack of growth of M. 
canis in two of the controls. 


Summary 


Hydrocortisone acetate and alcohol and 
prednisolone phosphate and alcohol, in the 
concentrations used, displayed no fungistatic 
properties against the fungi tested. Candida 
albicans grew well under conditions adverse 
to the growth of Trichophyton gypseum, 
Microsporum audouini, Trichophyton rub- 
rum, and Microsporum canis. 
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Genetic Studies on Acanthosis Nigricans 


HELEN OLLENDORFF CURTH, M.D., and BERTHA M, ASCHNER, M.D., New York 


In a previous paper by one of us (H. 
O. C.1) the separate character of benign and 
malignant acanthosis nigricans was stressed. 
Differences between the two types exist with 
regard to the age of the patient at the onset 
of the dermatosis, the course, and the ac- 
tivator of the disorder. It was also pointed 
out that there may be in the genetic back- 
ground of the two types significant differ- 
ences which could furnish additional 
evidence for the assumption that benign and 
malignant acanthosis nigricans are separate 
diseases. The result of our genetic studies 
has confirmed our early impression. 


Submitted for publication April 17, 1958. 
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Since some controversy over the necessity 
of recognizing different types of acanthosis 
nigricans has arisen, we shall briefly define 
benign and malignant acanthosis nigricans 
before reporting our genetic data on these 
forms of the dermatosis. Pseudo acanthosis 
nigricans, a third variety, will also be de- 
scribed, and the reasons for omitting genetic 
studies on this type will be given. 


Benign Acanthosis Nigricans 


The term benign acanthosis nigricans has 
for decades been reserved for that type 
(Fig. 1) of acanthosis nigricans which is 
not associated with a malignant tumor. It 
may be present at birth or begin later, either 
in childhood or more commonly at puberty. 
If it appears before that time, it will become 
more intensified at puberty. This activation 
of the cutaneous process is most probably 
due to hormonal imbalance at puberty. 
After that period, the dermatosis becomes 
stationary or subsides. It usually is not 
accompanied by endocrine disturbances in 
general or by obesity in particular (Fig. 2). 


ACANTHOSIS NIGRICANS 
ASSOCIATED WITH AN 


INTERNAL ADENOCARCINOMA 


(MALIGNANT ACANTHOSIS 
NIGRICANS) 


E) 


Fig. 1—Diagram show- 
ing the characteristics of 
each type of acanthosis 
nigricans. 
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Fig. 2.—Benign acanthosis nigricans in a 6-year- 


old boy. 


One diagnostic difficulty, the resemblance 
in some cases between benign acanthosis 
nigricans and ichthyosis hystrix, must be 
cited (Fig. 3). It is obvious that classic 
ichthyosis hystrix shows many features 
which distinguish it from classic benign 
acanthosis nigricans. Cases are found, how- 
ever, representing almost every transitional 
stage between these two clearly defined ex- 
tremes. All of these dermatoses, including 
classic benign acanthosis nigricans and 
classic ichthyosis hystrix, can be classified 
as epidermal nevi. Suggestive of ichthyosis 
hystrix are dry keratoses, the presence of 
plantar and palmar keratoderma, improve- 
ment of the dermatosis in summer. and, 
histologically, a compact stratum corneum, 
occasional parakeratosis, and a lack of hy- 
perpigmentation. The epidermis appears 
massive as compared with its thin and wavy 
character in benign acanthosis nigricans. 
The following clinical features are sugges- 
tive of benign acanthosis nigricans: a pre- 
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Fig. 3—Benign acanthosis nigricans resembling 
ichthyosis hystrix. 


dilection for the axillas, soft ridges, and 
exacerbation of the dermatosis at puberty. 
There were five such transitional cases in 
our group. A sixth patient suffered from 
benign acanthosis nigricans, as did one of 
her daughters, while one brother had ich- 
thyosis hystrix with palmar and_ plantar 
keratoderma and another brother showed 
generalized follicular hyperkeratosis. 

With the exclusion of these 5 cases re- 
sembling ichthyosis hystrix, there remained 
13 patients on whom family studies are 
Among the 13 families were 9 
in which more than one member was af- 


reported. 


fected. Altogether, there were 27 instances 
of benign acanthosis nigricans in these nine 
families. These figures suggest a genetic 
background of the disease. There were 14 
males and 13 females. 

In the literature (Curth,? Fladung and 
Heite, and Hermann °? ) only the benign type 
has been reported as showing familial inci- 
dence. The relatively high familial incidence 
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Fig. 4—Pedigrees showing dominant inheritance 
of benign acanthosis nigricans in three (EM) and 
two (RO) consecutive generations. 


of a rare hereditary disorder favors the 
assumption of the dominant mode of in- 
heritance. Dominance as the inheritance 
pattern was also supported by the trans- 
mission of the disorder to consecutive gen- 
erations. In one pedigree (Em) the 
dermatosis appeared in three generations, 
and in two pedigrees (Ro, Mi), in two 
consecutive generations. In each of these 
families more than one sibling was affected 
(Fig. 4). 

In several pedigrees, siblings, but not 
their parents, were affected. Such a picture 
may be compatible with irregular domi- 
nance. In one ‘family (Br) each of three 
brothers had one affected grandson, includ- 
ing the proband,* but no disease could be 
detec.ed in the grandfathers themselves or 
in the following generation. In a disorder 
as rare as benign acanthosis nigricans, it 
would be hard to conceive of the possibility 
that both parents of each of the three 


* A proband is the affected person with whom 
the genetic investigation originates. 


affected grandsons carried the injurious 
gene, a supposition necessary if recessive 
inheritance is to be assumed. It seems more 
plausible to infer that the three grand- 
fathers as well as their direct descendants 
carried and transmitted the injurious gene 
either without manifesting the dermatosis 
at all or manifesting it so mildly and for 
such a short period that the cutaneous 
changes were overlooked. It is probably no 
coincidence that the members in whom we 
discovered the presence of benign acantho- 
sis nigricans were still children or adoles- 
cents. Another pedigree (Ma) permits 
similar conclusions as to irregular domi- 
nance. A deceased relative on the proband’s 
mother’s side two generations back was 
supposed to have displayed during her life- 
time a dermatosis compatible with benign 
acanthosis nigricans. No other member of 
the family besides the proband was affected. 
In a third pedigree (Ax, Fig. 5) the inher- 
itance pattern can likewise be explained 
by irregular dominance: The grandfather, 
who had been married twice, had in each 
mating some affected grandchildren, among 
them the proband. The  grandfather’s 
brother also had an affected granddaughter. 
In our material only one of the probands 
was the offspring of a marriage of unaf- 
fected first cousins (Fig. 6). Although one 
may consider recessive inheritance in this 
pedigree, irregular dominance would also 
explain the inheritance in this family. 
There were two additional sporadic cases 
of benign acanthosis nigricans. In one of 
them, a seven-year-old girl, the possibility 
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Fig. 6.—33-year-old patient suffering from benign 
acanthosis nigricans is the daughter of two un- 
affected first cousins. 


of a mutation having occurred in the pa- 
tient’s father had to be considered. All 
relatives, including the patient’s three-year- 
old sister, were found unaffected. Six 
years before the proband was born, the 
father underwent deep x-ray treatment to 
the scrotum for months, following an opera- 
tion for seminoma of one testicle. It is 
probable that the exposure of the remaining 
testicle to x-rays may have induced a muta- 
tion which manifested itself in the following 
generation. Muller’ estimated that any 
new mutation arising after exposure to 
several hundred roentgens would have a 
five-to-ten-times-greater probability of hav- 
ing been induced by the radiation than of 
haying arisen spontaneously. 

At the 11th International Congress of 
Dermatology in August, 1957, one of us 
(H. O. C.) was told by Dr. John V. 
Klauder, of Philadelphia, that a great num- 
ber of dogs suffering from acanthosis 
nigricans were being observed in the 
Veterinarhogskolan in Stockholm. Dr. 
Börnfors, the veterinarian in charge, 
stated that the incidence of acanthosis nig- 
ricans in Swedish dachshunds had become 
a problem to Swedish veterinarians. On 
examination the diagnosis of acanthosis 
nigricans seemed correct in several dogs 
but in others there was the possibility of 
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neurodermatitis. In the future, histological 
studies will be undertaken to verify the 
diagnosis of acanthosis nigricans. If this 
special breed of dogs indeed tends to suffer 
from acanthosis nigricans, it will provide a 
rare opportunity to study various problems 
of heredity of the disease such as the inher- 
itance pattern from the pedigrees of the 
affected dogs and the results of planned 
matings of affected with affected and also 
with nonaffected dogs. The appearance of 
the disease at an early age in these dogs, 
the absence of a concomitant cancer, and 
the high number of familial cases suggests 
that we are dealing in these animals with 
benign acanthosis nigricans. Malignant 
acanthosis nigricans has also been observed 
in dogs. One of us (H. O. C.) in collabora- 
tion with Slanetz ? described an instance of 
malignant acanthosis nigricans and cancer 
of the liver in a dog. We concluded that 
the similarities between the dermatosis in 
the human and the canine species far out- 
weighed the dissimilarities, so that it can 
justly be considered the same disease. 

An instance of the unusual combination 
of unilateral neviform aud symmetrical 
classic benign acanthosis nigricans in one 
person permitted some speculation as to 
the genetic character of the unilateral erup- 
tion. In this 39-year-old patient (Br)! a 
large acanthotiform nevus, strictly confined 
to the right side of the abdomen, has been 
present since birth and has not undergone 
any changes at any period of his life. At 
puberty, however, he developed bilateral 
symmetric benign acanthosis nigricans over 
wide areas of the body (Fig. 7). These 
symmetric changes completely subsided 
after puberty. The unilateral and sym- 
metric eruptions presented an identical his- 
tologic picture, that of acanthosis nigricans 
or epidermal nevus. In determining the 
genetic character of these eruptions we may 
apply Siemens’?! rule, based on morphol- 
ogy: “In general, typically unilateral 
manifestations are non-hereditary; typically 
symmetric malformations are usually heredi- 
tary.” Our patient, however, presented the 
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Fig. 7.—14-year-old patient with unilateral epi- 
dermal nevus present since birth and symmetric 
benign acanthosis nigricans present since puberty. 


unusual combination of this histologically 
identical, extremely rare dermatosis in uni- 
lateral and symmetric distribution. As the 
symmetric variety has been recognized as 
a genodermatosis, it seems justified to con- 
clude that both the unilateral and the sym- 
metric eruptions were caused by the same 
abnormal gene. It must be kept in mind, 
however, that certain nongenetic factors 
may have played a role in the determination 
of the unilateral distribution. 


Benign acanthosis nigricans is the sole 
affliction of many otherwise completely nor- 
mal persons, but it must be stated that other 
genetically determined disorders or malfor- 
mations have often been associated with the 
disease.’ It is interesting to note, however, 
that the degenerative disturbance of the 
pyramidal tracts, which one of us (H. O. C.) 
described in a young boy with benign acan- 
thosis nigricans? (Case 3), was again ob- 
served in identical form in association with 
benign acanthosis nigricans in an 11-year- 
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old boy by Marañon and Alvarez Cascos.” 
The patient’s sister had similar neurologic 
signs. The authors also studied a young 
boy, the son of first cousins, who had be- 
nign acanthosis nigricans, cirrhosis of the 
liver, and osseous, ocular, and cardiac mal- 
formations. Another one of their patients 
suffered from diabetes insipidus and arach- 
nodactyly. Johne, Dengler, and Pratje™ 
saw acanthosis nigricans, imbecility, and 
extensive skeletal changes in a girl * who 
probably had been infected prenatally with 
toxoplasmosis. A recent report by [zzo, 
Rowley, and Finnegan ‘* deals with the 
association of hepatolenticular degeneration 
with acanthosis nigricans, but because of 
lack of data on the duration and course of 
the dermatosis we cannot be sure that this 
patient suffered from the benign form. One 
of our female patients + has a rudimentary 
kidney and ureter and a supernumerary 
nipple. 

How careful one has to be in ascribing 
the cause of the dermatosis to certain dis- 
turbances accompanying acanthosis nigri- 
cans can be gathered from the following 
observation: A girl (Mi) who had suffered 
from benign acanthosis nigricans since early 
childhood developed hirsutism and a male 





*One of us (H. O. C.) saw this remarkable 
case in Furth, Germany. 

t This patient* (Case 2) had been listed as 
probably suffering from malignant acanthosis 
nigricans, although at the time of the report no 
cancer had developed after six years of observation. 
In the meantime, six more years have elapsed, and 
she still shows no sign of cancer. It was con- 
tended," however, that “onset of cutaneous lesions 
at 24 years of age and constant progression of the 
dermatosis fulfilled the criteria of malignant acan- 
thosis nigricans.” Recently, acanthosis nigricans 
appeared on one of the patient’s two daughters 
and variants of ichthyosis vulgaris were detected 
in two of her brothers. The patient now remembers 
that her teachers at school made remarks about 
her “dirty neck.” According to this recent state- 
ment and contrary to her previous one, the der- 
matosis may have started before or at puberty. 
The patient should continue to be watched for 
symptoms of cancer, but certain features such as 
the onset of her dermatosis at or before puberty 
and the familial involvement bespeak benign rather 
than malignant acanthosis nigricans. 
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Fig. &8.—Pedigree showing coincidental associa- 
tion of benign acanthosis nigricans with Stein- 
Leventhal’s ovarian hyperplasia in 10-year-old 
proband. 


voice at the age of 10. A connection be- 
tween the acanthosis nigricans and the dis- 
tinct endocrine disturbance, which proved 
to be Stein Leventhal’s ovarian hyperplasia, 
seemed obvious. The pedigree of the family 
(Fig. 8), however, showed that Stein 
Leventhal’s hyperplasia without acanthosis 
had occurred in a maternal relative and that 
benign acanthosis nigricans without ovarian 
hyperplasia was present in paternal rela- 
tives. We must therefore conclude that in 
this person the association of the two dis- 
orders was fortuitous. 


Pseudo Acanthosis Nigricans 


Pseudo acanthosis nigricans (Fig. 1) is 
also benign in the sense that it is not asso- 
ciated with a malignant tumor. It is, how- 
regularly associated with obesity, 
which may have a nutritional, constitutional, 


ever, 


or endocrine basis. The dependence of the 
dermatosis on obesity is obvious inasmuch 
as the cutaneous changes start at the time 
pronounced obesity develops and disappears 
with the patient’s return to normal weight. 
The name pseudo acanthosis nigricans was 
applied * when it was recognized that this 
type was not a genodermatosis. Moreover, 
the cases which led to the concept of this 
newly recognized entity had insignificant 
cutaneous changes. This fact continues to 
be true of the majority of cases (Fig. 9). 
Slightly elevated dark ridges on the neck 
and in the axillas of darkly pigmented obese 
persons are common. Some of the obese 
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Fig. 9.—14-year-old obese brunette girl showing 
slight changes of pseudo acanthosis nigricans in 
right axilla. 


patients, among them several with Cush- 
ing’s syndrome, however, have shown pro- 
nounced and rather widespread cutaneous 
changes. Further studies on patients suffer- 
ing from pseudo acanthosis nigricans may 
reveal the basis on which this dermatosis 
develops and whether mechanical factors 
alone are responsible for this dermatosis. 

Familial cases of pseudo acanthosis nigri- 
cans have been observed by W. Jadassohn +ë 
and one of us (H. O. C4 ), but this variety 
was not included in our genetic studies be- 
cause environmental factors such as food 
intake and personal hygiene seem to have 
played a significant role in the pathogenesis 
of the disorder. 

It is tempting to consider pseudo acantho- 
sis nigricans a phenocopy ¢ of benign acan- 
thosis nigricans. If we follow this line of 
thinking, however, we will have to make the 


t Phenocopies are pathologic conditions which are 


similar to those produced by injurious genes but 
are caused by environmental factors. 
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same reservations that we must make for 
any human phenocopy. Not every obese, 
darkly pigmented person develops pseudo 
acanthosis nigricans, or, in other words, the 
identical environmental factor provokes the 
effect in some, but not in all, persons. We 
must therefore assume in the affected in- 
dividual a special disposition which may be 
of a genetic nature. Moreover, not every 
case of pseudo acanthosis nigricans resem- 
bles the hereditary disease in all respects, 
and this holds true for other human pheno- 
copies. Such differences are illustrated by 
the reversibility of pseudo acanthosis versus 
the relative irreversibility of benign acan- 
thosis nigricans and by the dependence of 
benign acanthosis nigricans on hormonal 
influences at puberty, whereas pseudo acan- 
thosis nigricans remains uninfluenced by 
these hormones. 


Malignant Acanthosis Nigricans 


Malignant acanthosis nigricans (Fig. 1) 
is always associated with an internal malig- 
nant tumor. This statement is not invali- 
dated by the fact that in a few of the 
reported cases the presence of the cancer 
has not been demonstrated or the patient 
died before manifestation of the cancer. The 
dermatosis begins before, at the time of, or 
after manifestation of the cancer. It in- 
creases in severity with the propagation of 
the cancer, but it has in many instances 
shown temporary regression after operation 
or irradiation of the tumor. Malignant 
acanthosis nigricans resembles the other 
types of acanthosis nigricans, but in some 
instances involvement of the oral cavity 
and the occurrence of palmar and plantar 
keratoses have been noteworthy. The der- 
matosis usually occurs in adults, but a few 
instances of malignant acanthosis nigricans 
in children have been reported. 


Genetic Data—No other case of malig- 
nant acanthosis nigricans has been found in 
the families of patients investigated by us or 
reported in the literature.t8 This fact does 
not entirely abrogate the assumption that it 
is a genetically determined disease. In rare, 
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recessively inherited disorders, the mating 
of partners each carrying the abnormal gene 
may be a very unusual event, and, even if it 
does take place, only one-quarter of the 
offspring can be expected to show the trait. 
If the disturbance is dependent on multiple 
rare genes, the probability of familial oc- 
currence would be low. The fact that the 
disorder has not shown up in more than one 
sibling tends to rule out fully penetrant 
genes of recessive or dominant character 
and to suggest low penetrance, complex 
multigenic inheritance, an undetermined 
nongenetic factor or a combination of en- 
vironment and genetic background. 


There was one consanguineous marriage 
(Fig. 10) among the parents of the 26 
patients suffering from malignant acantho- 
sis nigricans. If a significant percentage of 
consanguineous marriage of the probands’ 
parents were observed in a much larger 
series, it might suggest recessive inheritance 
of the disorder. 


Two pedigrees illustrate some of the diffi- 
culties we encountered in compiling our 
data. Excellent records were available for 
the family of one proband’s father, which 
had resided in a small town of Southern 
Germany for several hundred years, but the 
mother was an illegitimate child; little in- 
formation could be obtained about her 
mother and none about her father. The 
pedigree (Fig. 11) of a Quaker family 
could be traced back to the year 1681 and 
showed numerous consanguineous marri- 
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Fig. 10.—Proband suffering from malignant 
acanthosis nigricans is the son of second cousins. 
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Fig. 11—Pedigree going back to year 1681 and 
showing numerous consanguineous marriages in the 
ancestry of the proband’s mother. Proband suf- 
fered from malignant acanthosis nigricans. 


ages in the ancestry of the proband’s mother, 
but, unfortunately, no record could be 
found as to the origin of the proband’s 
father and whether he was related to his 
wife’s family. The proband herself mar- 
ried a relative on her mother’s side, but 
none of her progeny, three children and 
four grandchildren, have so far shown the 
disease. 

Incidence of Cancer in Relatives of Pa- 
tients with Malignant Acanthosis Nigricans. 

Besides searching for familial cases of 
malignant acanthosis nigricans, which were 
never found, we noted the frequency of 
cancer in family members of probands with 
malignant acanthosis nigricans. The Table 
shows the location of the cancers in the 
probands and their relatives. 


With regard to the type of tumor of the 
proband, 61% of cancers associated with 
malignant acanthosis nigricans in this group 
were gastric. This percentage of gastric 
cancer is the same as that found by Fladung 
and Heite® in a larger series and compares 
well with the figures of 62% * or 64% 5 
that one of us (H. O. C.) obtained from 
two large series of cases. The percentage 
of gastric cancers associated with malignant 
acanthosis nigricans in this series is high 
as compared with the frequency of gastric 
cancer in the population at large. When 
gastric cancer occurred in the proband this 
type of tumor was also found in one relative 
of Cases 3, 4, and 6 and in several relatives 
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Cancer in Relatives of Patients Suffering from 
Malignant Acanthosts Nigricans 





Cancer in Patient Cancer in Relative 


-—_—— 








—_-— 


Case Site Sex Site Relative 

1 Bronchial M Gastric 1 Paternal 
2 Gastric F Unspecified 1 Paternal 
3 Gastric F Gastric 1 Paternal 
4 Gastric F Gastric 1 Maternal 
5 Gastric M G. i, tract 3 Maternal 
6 Gastric M Gastric 1 Paternal 
G. i. tract 1 Paternal 
Unspecified 3 Paternal 
7 Gastric F Gastric 4 Paternal 
(G. i. symptoms 3 Paternal) 
Liver 1 Maternal 
Mammary 1 Maternal 
8 Gastric F Mammary 3 Maternal 
Prostate 1 Maternal 
Unclassified 1 Maternal 
Hodgkin, disease 1 Maternal 

9 Ovarian F Retroperitoneal 

sarcoma Sister 

10 Mammary F Uterine 1 Maternal 
Mammary 1 Paternal 


11 In hilar lymph 
node; primary 


site unknown M Unspecified 2 Maternal 
12 Gastric M Malignant mela- 
noma or rhabdo- 
myosarcoma Niece 
“8 gastric 6M,2F 
1 pancreatic F 
13 2 bronchial 2M 
to 41 ovarian F 
26* |1 sigmoid M 
1 of gall 
| bladder F 





* No cancer in relatives. 


of Cases 5 and 7. Case 7 is of particular 
interest because four paternal relatives had 
gastric cancer and three young paternal rela- 
tives had gastrointestinal symptoms. These 
findings are somewhat comparable to those 
of Levin and Kuchur ?° in that relatives of 
patients with gastric cancer showed a higher 
incidence of gastric cancer and achlorhydria 
than did controls. In contrast to involve- 
ment limited to the stomach and gastroin- 
testinal tract observed in the paternal 
relatives, two maternal relatives of Case 7 
had cancer, one of the liver and the other 
of the breast. Hagy,'’ whose results paral- 
leled those of Levin and Kuchur’® and 
Macklin !8 with regard to the frequency 
of gastric cancer in the relatives of pro- 
bands with gastric cancer, found in addi- 
tion a significantly higher frequency of 
cancer of the gastrointestinal tract in rela- 
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tives of probands with gastric cancer than 
in his control material. Case 6, a proband 
with gastric cancer, had one paternal rela- 
tive with cancer of the gastrointestinal tract, 
three with unspecified cancer, and one with 
gastric cancer. The question arises why all 
these relatives with gastric cancer did not 
also show malignant acanthosis nigricans. 
We have to speculate either that the types 
of gastric cancer in the probands and their 
relatives were different or that the probands 
with gastric cancer differed from their rela- 
tives with gastric cancer with regard either 
to a genetic background for malignant acan- 
thosis nigricans or to some as yet undeter- 
mined environmental factor. Mammary 
cancer as in Proband 10 also occurred in 
her mother, and uterine cancer, in her ma- 
ternal grandmother. Instances of cancer in 
sites other than those of the proband were 
seen in Cases 1, 8, and 11. Hodgkin’s dis- 
ease and malignant melanoma, malignant 
processes, not of adenocarcinomatous char- 
acter, were observed in one relative of each 
of two probands (Cases 8 and 12) with 
gastric cancer. A retroperitoneal sarcoma 
occurred in the sister of a patient with 
Ovarian carcinoma (Case 9). 

No malignant tumor was found in the 
relatives of Cases 13 to 26, i. e., in 54% 
of the group, although 8 of these 14 patients 
had gastric cancer. This series, however, is 
too small to permit speculation as to the 
reasons for the absence of familial cancer 
in probands with gastric cancer. 


In trying to ascertain whether one side 
or both sides of the probands’ family 
showed a significant incidence of certain 
cancers, we found only in Case 7 a consid- 
erable number of cancers on both sides of 
the family. 

Ethnic Background.—The geographic- 
ethnic origin of all patients with malignant 
acanthosis nigricans was scrutinized in an 
effort to uncover additional evidence of 
recessive inheritance of the disease. There 
Were several instances in which the pro- 
band’s mother and father were born in the 
same community in Eastern or Western 
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Europe, but no relationship between the 
parents could be definitely established. In 
all but 2 of the 26 families the proband’s 
father and mother had an identical ethnic 
background. They were French Canadians 
(1), Italians or Americans of Italian stock 
(2), Russian Jews (2), Hungarian 
Jews (1), Galician Jews (1), Polish Jews 
(1), German Jews (1), Germans or Amer- 
icans of German stock (3), Norwegians 
(2), Scandinavians (1), Ukrainians (1), 
Austrians (1), Anglo-Saxons or Americans 
of Anglo-Saxon stock (6), and American 
Negroes (1). In one of the two remaining 
families the ethnic backgrounds of the 
father and the mother were not far apart. 
The father came from Alsace-Lorraine, 
and the mother was born in the U. S., prob- 
ably of German stock; in the other, how- 
ever, one parent came from Alsace-Lorraine 
and the other from Ireland. Although our 
series is too small to warrant drawing con- 
clusions as to the ethnic background of the 
patients, we are of the opinion that this 
aspect of the study warrants further atten- 
tion. 


The Association of Malignant Acanthosis 
Nigricans with Cancer.—Malignant acan- 
thosis nigricans, although invariably asso- 
ciated with an internal cancer, was, as a 
rule, not accompanied by malformations or 
hereditary disorders. Extensive pigmented 
nevi, however, were observed in two mem- 
bers of one family and in one member of 
another. 


The constant association of malignant 
acanthosis nigricans and cancer rules out a 
chance relationship between the two but 
does not offer a clue as to the nature of 
the relationship. It is still doubtful whether 
either the whole syndrome or even one part 
of it is inherited. Let us consider the possi- 
bilities of inheritance (Fig. 12) of (A) the 
dermatosis alone, (B) the cancer alone, (C) 
the dermatosis and the cancer. 

(41) Inheritance of the gene responsible 
for the dermatosis would lead to its expres- 
sion only in the presence of a coincidentally 
occurring cancer. In the absence of the 
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Fig. 12 —Diagram illustrating the possibilities of 
inheritance of the components of malignant acan- 
thosis nigricans. Inheritance of (4) the dermatosis 
alone, (B) the cancer alone, and (C) the dermato- 
sis and the cancer. 


cancer, on the other hand, the dermatosis 
would not be expressed. Implied in this 
concept is the assumption that the cancer 
capable of activating malignant acanthosis 
nigricans is the same tumor that occurs in 
the general population. 

(B) Concept (B) envisages the inheri- 
tance of the cancer alone, which in turn 
would cause the appearance of acanthosis 
nigricans. Clinical observations show a 
definite parallel between the course of the 
tumor and that of the dermatosis, and this 
speaks in favor of Concept (B). Whether 
activity of a tumor, however, can have a 
dermatosis-producing effect if the person 
does not possess the genetic disposition for 
the dermatosis remains questionable. 

(C) The concept that both the cancer and 
the dermatosis are inherited finds support in 
the fact that the two manifestations of the 
syndrome, the internal cancer and the acan- 
thosis nigricans, represent epithelial hyper- 
plasia, malignant in one and benign in the 
other. 

Concepts (B) and (C), which postulate 
a genetic origin for the cancer, are based on 
the assumption that we are dealing in all 
cases of malignant acanthosis nigricans with 
one type of tumor. It would seem at first 
glance that the various sites of origin of 
these tumors—stomach, esophagus, intes- 
tines, rectum, liver, pancreas, gallbladder, 
uterus, ovary, lung, mammary gland (and 
thyroid ?)—rather militate against a con- 
cept of uniformity. We must admit, more- 
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over, that biochemical characteristics which 
might distinguish tumors associated with. 
acanthosis nigricans from those which are 
not have not as yet been uncovered. It has 
been found, however, that tumors associated 
with acanthosis nigricans, although they 
originate in different organs, show identical 
clinical and pathologic attributes. 

The tumors in question are highly malig- 
nant. Not a single patient’s life has been 
saved, because of early metastasis or inoper- 
ability of the tumor. After the onset of 
the disease the duration of life was short. 
This was determined by two different meth- 
ods. One of us (H. O. C+} measured the 
period until death from the discovery of 
the tumor, and Fladung and Heite,® from 
the beginning of the dermatosis. 


The tumor associated with malignant 
acanthosis nigricans is an adenocarcinoma. 
In a study of the pathologic aspects with 
Drs. H. L. Stewart and A. W. Hilberg, of 
the National Cancer Institute, of Bethesda, 
Md., slides of 25 tumors associated with 
malignant acanthosis nigricans were re- 
viewed. In one case there was a possibility 
of reticulum-cell sarcoma, but metastatic 
carcinoma could not be ruled out. Twenty 
slides showed adenocarcinoma. The remain- 
ing four showed cancer, but the material 
was inadequate to permit a definite classi- 


fication of the tumor. 


While neither the pathological nor the 
clinical attributes of these tumors are 
unique, further investigation may yet estab- 
lish their specificity.§ 

If we assume a genetic basis for the syn- 
drome of malignant acanthosis nigricans, 
the fact that the dermatosis has always been 
accompanied by cancer is evidence for a 
pleiotropic gene, i. e., a gene with multiple 
effects, and not for linkage. For if the 
association were due to linkage, then cross- 
ing over, a frequent occurrence of inter- 
change of parts of the chromosomes during 
cell division, would have led to the separa- 


§ The pathology of this series of tumors and of 


those reported by other authors will be discussed 
in another paper. 
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tion of malignant acanthosis nigricans and 
cancer in some gametes. But can we state 
with reasonable certainty that acanthosis 
nigricans and cancer have never been sepa- 
rated? We cannot be sure whether this 
particular cancer does occur without acan- 
thosis nigricans because we lack knowledge 
of the biochemical qualities identifying the 
tumor associated with acanthosis nigricans, 
and we are ignorant as to whether these 
biochemical substances are limited to the 
tumor accompanying the dermatosis. We 
are, however, reasonably certain that malig- 
nant acanthosis nigricans does not occur 
without the cancer. Under no circumstances 
can benign acanthosis be considered in this 
connection to represent “acanthosis nigri- 
cans without cancer.” The benign type is 
an entity entirely separate from malignant 
acanthosis nigricans. In the introduction to 
this paper we pointed out the differences 
between the two types. To these differences 
can now be added those of the genetic back- 
ground. Furthermore, the fact that no in- 
stance of transition from the benign to the 
malignant form or of occurrence of both 
types in one family has ever occurred con- 
firms the duality of benign and malignant 
acanthosis nigricans. 


Summary 


Of the three types, benign, pseudo, and 
malignant acanthosis nigricans, a genetic 
basis has been ascertained only for the 
benign type, which shows either regular or 
irregular dominance. Pseudo acanthosis 
nigricans, secondary to excessive obesity, 
may be considered a phenocopy of benign 
acanthosis nigricans. No familial case of 
malignant acanthosis nigricans has been 
found. Among the 26 pedigrees of malig- 
nant acanthosis nigricans, one consanguin- 
eous marriage of the proband’s parents was 
found. Our series of families is too small 
to permit us to consider this incidence as 
an indication of recessive inheritance of 
malignant acanthosis nigricans. Family 
members of patients suffering from malig- 
nant acanthosis nigricans were examined 


Curth—A schner 


also for cancer without acanthosis nigricans. 
No specific trend with regard to frequency 
and location of tumors in the relatives of 
the 26 probands was seen, and no cancer 
occurred in the relatives of 54% of these 
probands. In 24 of the 26 probands suffer- 
ing from malignant acanthosis nigricans, 
both parents had an identical ethnic back- 
ground. The possibility of a genetic basis 
for the whole syndrome of malignant acan- 
thosis nigricans or for part of it is 
discussed. The tumors associated with ma- 
lignant acanthosis nigricans, although orig- 
inating in various organs, show similar 
clinical behavior and similar morphology in 
that they all are adenocarcinomas; the spec- 
ificity of these tumors, however, has not 
as yet been established. The percentage of 
gastric cancers among the cancers associated 
with malignant acanthosis nigricans was 
high. 

Many physicians gave permission to have their 


patients or their patients’ families investigated. 


35 E. 84th St. (28). 
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The Basal-Cell Nevus 


Its Relationship to Multiple Cutaneous Cancers and Associated Anomalies of De- 


velopment 


J. B. HOWELL, M.D., Dallas, Texas, and MARCUS R. CARO, M.D., Chicago 


The basal-cell nevus is a dysgenetic der- 
‘matosis characterized by multiple small cu- 
taneous tumors. These are histologically 
indistinguishable from _ basal-cell cancer. 
Malignant supervention is common, gener- 
ally resulting in multiple basal-cell cancers 
of the face in young adults. Developmental 
defects of other systems are often present. 
Incidence seems to be based on an inherited, 
sometimes familial, predisposition. 


Clinical Features 


Basal-cell nevi may appear at birth or be 
first noted in infancy. Occasionally the le- 
sions may begin at about puberty and gradu- 
ally increase in number and in size over a 
period of years. There may be few or hun- 
dreds, and there is a tendency for bilateral 
distribution, but this need not be symmetri- 
cal. The size of the individual lesion varies 
from that of a pinhead to approximately 
5 mm, in diameter. Pedunculated and papu- 
lar lesions are common on the neck, eyelids, 
and axillae. 

The color is that of the surrounding skin, 
but the lesions may be hyperpigmented. The 
individual lesions are elevated, firm, symp- 
tomless, and painless to the touch. Their 
surface is smooth, and occasionally it may 
be covered by minute blood vessels or by 
one or more minute white milium-like bodies. 
They vary greatly in distribution. By far 
the largest number of lesions have been ob- 
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served over the trunk and extremities. The 
gross resemblance to neurofibromas may be 
striking, as shown in the case presented by 
Rodin.t A unique case of linear unilateral 
systematized basal-cell nevus with comedones 
was reported by Carney.” 

The center of the face and the neck are 
often involved; the eyelids, the nose, the 
cheeks, the preauricular and postauricular 
areas, and the neck are common sites of 
predilection. The forehead may have a num- 
ber of lesions, but the scalp is seldom in- 
volved, Ulceration does not ordinarily occur 
and, when observed, is usually indicative of 
malignant supervention. We found no re- 
ports of a solitary basal-cell nevus, but 
this occurrence is possible. 


Associated Anomalies of Development 


Binkley and Johnson ë called attention to 
partial agenesis of the corpus callosum, mul- 
tiple dental follicular cysts, a bifid sixth rib, 
a fibroma of the ovary, and a fatty tumor 
of the left foot as accompanying anomalies 
of development in their patient with basal- 
cell nevi, Identical cutaneous lesions were 
found in one of the patient’s five children. 
This daughter, aged 6 years, had multiple 
basal-cell nevi without other developmental 
defects. A psychometric examination re- 
vealed a normal mentality. 

Gross * reported a similar case of a boy 
with multiple basal-cell nevi located chiefly 
on the torso and extremities. He also had 
follicular cysts of the maxilla and mandible, 
synosteosis of the left first rib, and a bifid 
left and right sixth rib. Carney’s patient 
with linear unilateral basal-cell nevus and 
comedones had in addition a marked con- 
genital dorsal scoliosis. 


67 


In one of our patients there are benign 
cystic lesions of the mandible and a small 


congenital anomaly of the left fourth rib 
anteriorly, showing an attempt at bifurca- 
tion. There are:multiple epithelial cysts on 
the scalp, the face, the neck, the right ankle, 
and the palmar surface of the left thumb 
and the fourth finger (Fig. 1). Milia are 
numerous on the face. Only one of this pa- 
tient’s four children has basal-cell nevi. The 
epithelial cysts, cysts of the mandible, and 
multiple skin cancers are common to several 
brothers, nieces, and nephews in this family. 


Multiple Cutaneous Cancers 
Multiple destructive, devouring, and dis- 
figuring cutaneous cancers may develop from 
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Fig. 1 
Epithelial 
volar surface of the left 
thumb and the left fourth 
finger. 


(Case 1).— 


cysts on the 


basal-cell nevi, but they may also occur as- 
sociated with, but independent of, them. 
This is an important and significant feature 
of this syndrome. Rodent ulcers develop in 
the early decades as well as in the later years 
in patients with this dermatosis. The car- 
cinomas are generally multiple slow-growing 
One should 


stress in these patients the potential danger 


tumors with a relentless course. 


of partial or complete destruction of the eye- 
lids, with a subsequent loss of one or both 
eyes, as has been emphasized by Norman 
Paul. Likewise, the nose may be in danget 
of partial or complete destruction by the 
numerous cutaneous cancers. 
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All basal-cell nevi of the eyelids, nose, 
and nasolabial furrows should be completely 
removed. These sites should be inspected at 
frequent intervals and any recurrent or new 
lesions removed. Malignant change may 
take place slowly in a few lesions over the 
years, or there may be an accelerated de- 
velopment of multiple rodent ulcers. 


Nomland ê was the first to report multiple 
basal-cell cancers developing from pigmented 
basal-cell nevi in adult life. He recognized 
the condition to be unique, and he pointed 
out that these nevi differed from ordinary 
pigmented intradermal nevi and from epi- 
thelioma adenoides cysticum. From a study 
of the protocols of the patients reported as 
having multiple cutaneous cancers associated 
with epithelioma adenoides cysticum, we be- 
lieve that it is doubtful that the multiple 
rodent ulcers developed from lesions of 
epithelioma adenoides cysticum. Perhaps 
some of these were multiple basal-cell can- 
cers secondary to the basal-cell nevus. Ad- 
amson‘ likewise proposed excluding from 
the group of epithelioma adenoides cysticum 
the patients reported by Jarisch® and 
White,® because of the development of mul- 
tiple rodent ulcers in these cases. The pa- 
tients reported by Stelwagon and Gaskill,!° 
Pautrier and Archambault," Little? and 
Ormsby #* seem to warrant a similar ex- 
clusion. The occurrence of multiple primary 
rodent ulcers of the face is well known, and 
this condition should be distinguished from 
the disorder under discussion. 

It is our impression that rodent ulcers 
develop more often from basal-cell nevi 
situated on the face and neck. Multiple ro- 
dent ulcers in association with basal-cell nevi 
have been observed by Nomland,* Nisbit," 
Binkley and Johnson,’ Carney,? Wool- 
dridge,* and Mueller, and most of these 
were present on the face and neck. We 
believe this combination is a frequent one 
which should be expected in patients with 
basal-cell nevi on the face and neck. 


* Case 4, included in this report. 
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Report of Cases 


Case 1.—A 59-year-old schoolteacher for ap- 
proximately 40 years has had multiple skin tumors 
of the face distributed primarily about the nose 
and eyelids (Fig. 2). When he was 27 the first 
lesion that was considered a skin cancer was re- 
moved. Thereafter, at intervals of a few years, 
increased growth or ulceration of an existing lesion 
occurred and necessitated treatment. Rodent ulcers 
developed with greater frequency, and they be- 
came multiple in 1947. 

In June, 1929, when the patient was 30, an 
upper left canine was removed because of pain. 
This was followed by the separation of a large 
sequestrum of bone, making an opening into the 
left maxillary sinus large enough to admit two 
fingers. The sinus was found to be filled with a 
bluish mass which the pathologist at first reported 
to be chronic inflammatory tissue. The left 
maxillary sinus was then extirpated, and the site 
healed uneventfully. On studying the surgical 
specimen the pathologist favored a diagnosis of 
sarcoma, and radium was used subsequently in the 
antrum. 

Later in 1929, a large portion of the hard palate 
on the left side was removed at the Mayo Clinic 
and the antrum was explored, with resection of 
devitalized bone. No evidence of malignant disease 
was found. In 1933, at the Mayo Clinic, a cyst 
of the left mandible was also removed and ap- 
proximately 30 small tumors which clinically 
appeared to be basal-cell epitheliomas were elec- 
trocoagulated. The largest of these lesions was 
situated in the right mastoid region, and this was 
excised. Histopathologically, this lesion was re- 
ported to be a mixed basosquamous-cell epithe- 
lioma, Grade I. 

In 1951, a dentigerous cyst was removed from 
the angle of the left mandible. The pathologist 
reported that the cyst had a thick layer of con- 
nective tissue lined by stratified squamous epithe- 
lium. The cyst wall showed numerous foci of 
pus cells, lymphocytes, and eosinophils. No 
anaplasia of cells was seen, and a diagnosis of 
infected dental cyst was made. 

In August, 1953, the patient was seen by one of 
us (J. B. H.) for a slowly growing invasive rodent 
ulcer of three years’ duration involving the left 
medial canthus and the upper and lower eyelids. 
He had many other rodent ulcers on the face, 
neck, and ears and a few on the sternum and 
shoulders. During the next three years an attempt 
was made to destroy the numerous lesions. Roent- 
gen therapy was used on the lesion of the left 
medial canthus and the right upper lip area (78 
kv.; half-value layer 1.65 mm. Al; 4900 r given 
in divided doses of 700 r every second day for 
seven treatments). Low-content radium needles 
were used on a large lesion of the right cheek, 


69 


UQ EIERS "JUISIIG ASU [JF eseq AULUT 31e VAY L—(Z LJ) £ “BY > []99-[eseq DAISeAw pue pojem Aueur are əzə L—' (I IWeD) zZ BiA 


a ee Ses 7 as 7 
( PE RR i Se a 
f EA > ON Sa 





BASAL-CELL NEVUS 


which was found to have infiltrated so deeply that 
complete destruction by electrosurgery was con- 
sidered impractical. 


From 1953 to 1956, approximately 50 lesions 
were destroyed by electrocoagulation and curette- 
ment. In November, 1955, persistent carcinoma was 
demonstrated in the left medial canthus where 
x-ray therapy had been administered. In addition 
a progressive rodent ulcer was noted on the central 
portion of the right lower eyelid. Chemosurgery 
was advised, but this was delayed until the sum- 
mer of 1956. 


In June, 1956, Dr. Frederic Mohs treated ap- 
proximately 35 basal-cell cancers by chemosurgery. 
He reported that the most difficult lesion was this 
deep-seated ulcerated mass of the left medial 
canthus, with induration about 2 cm. in diameter 
and with obvious extension into the medial portion 
of the upper and lower eyelids and to the bulbar 
conjunctiva. The basal-cell carcinoma was found 
to extend against the sclera, but it did not penetrate 
its full thickness. It also extended into the lacrimal 
sac and for considerable distance just underneath 
the conjunctiva of the upper and lower eyelids. 
Some of the medial rectus muscle was involved, 
but not enough to interfere with its function. A 
tarsorrhaphy was performed to the region of the 
limbus in order that the patient could have the 
use of his left eye while the right lower eyelid was 
under treatment. The lesion on the right lower 
eyelid was a rather deep basal-cell carcinoma ex- 
tending through the conjunctiva, making it neces- 
sary to remove the full thickness of the eyelid. 
In addition the tumors on the left side of the 
nose were treated and found to extend through 
the full thickness of the ala and the bridge. 


The chemosurgery was successful in saving the 
left eye, which was quite an accomplishment. Dur- 
ing the past six months new cancers have devel- 
oped, with approximately 20 on the face and 8 on 
the back at this time. These are now being de- 
stroyed at regular intervals by electrosurgery. 


Case 2.—A boy, aged 11, was examined first in 
July, 1955, because of numerous small tumors -on 
the neck, preauricular areas, eyelids, and nose 
(Fig. 3). His father was concerned because he 
recognized that his son had the same type of 
cutaneous tumors that he himself had acquired at 
a comparable age. The mental and physical de- 
velopment of this boy as judged by his school 
career and physical growth has been normal, and 
x-ray evidence of maxillary ‘or mandibular cysts 
or bifid ribs was absent. 

A diagnosis of multiple basal-cell nevi was made 
clinically. Four of the tumors had exhibited 
accelerated growth in recent weeks and were sug- 
gestive of early basal-cell cancers. These were 
located on the left lower eyelid, the right medial 
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canthus, the left nasolabial fold, and the left side 
of the neck. Specimens for biopsy were taken 
from the tumors of the eyelid regions only. Then 
all four lesions were destroyed by electrosurgery. 
The pathologist’s diagnosis of both specimens from 
the eyelid was basal-cell carcinoma. ‘The sites 
where the basal-cell carcinomas were destroyed 
have remained well. 


One month later approximately 10 of the basal- 
cell nevi were destroyed by electrosurgery. During 
the following two years all of the detectable basal- 
cell nevi were destroyed by liquid nitrogen or 
electrosurgery. None of these lesions had shown 
accelerated growth or ulceration. Whether new 
lesions are developing is difficult to determine be- 
cause the rate of development of new nevi is 
exceedingly slow. A long-range program, there- 
fore, has been undertaken to observe the patient 
and to destroy all of the basal-cell nevi soon after 
they appear. 


Case 3.—A white girl, aged 10, first developed 
lesions on her chest at about one year of age. 
New lesions appeared in rapid succession, and they 
varied in appearance from tiny, firm, clear, semi- 
globular papules to brownish, soft, flat, or 
pedunculated papules up to 5 mm. in diameter. 
When she was presented before the Chicago 
Dermatological Society on Feb. 15, 1950, by Dr. 
H. H. Rodin, at the age of 2% years, there were 
over 100 lesions present on the front and back of 
the chest, the neck, and the shoulders and a few 
on the eyelids (Figs. 4A and 4B). The clinical 
appearance suggested the diagnosis of neuro- 
fibroma, but an examination of sections from a 
tiny lesion and a larger pedunculated papule showed 
the histopathologic features of a basal-cell epithe- 
lioma. 


During the past eight years new lesions have 
continued to appear, and there are now Jundreds 
of papules on the neck, all around the chest, on the 
axillae, and on the abdomen and a few on the eye- 
lids and nose (Figs. 5A and 5B). These vary in 
size from 1 mm. to 8 mm. in diameter, many are 
semi-globular and the larger ones are either ses- 
sile or pedunculated (Fig. 5C). The surface of 
each is smooth and the color varies from that of 
her normal skin to a brownish hue. Occasionally 
even a slight injury to a lesion has caused profuse 
bleeding from the traumatized base. 

Five lesions were removed for examination and 
sections from each showed the histopathologic 
features of basal-cell epithelioma. 

During the past few years six dentigerous cysts 
were removed from her mandible and maxilla, but 
we have found no evidence of any other develop- 
mental anomalies. Her mother has many seborrheic 


keratoses on her body, but her father is free from 
cutaneous lesions. There are no siblings. 
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Case 4.—A patient of Dr. Wilfred Wooldridge + 
developed papular lesions about the eyelids, the 


neck, the face, and the shoulders at about the age 
The 


soft. In the course of 


of 2 years. lesions were flesh-colored and 
several years the lesions 
enlarged with brownish pigmentation, and from 
time to time new ones appeared. On July 5, 1950, 


` 


a pedunculated lesion was excised from the right 





+ Included through the permission of Dr. Wilfred 
Wooldridge, of Springfield, Mo. 
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Close-up of lesions on the 
front of the chest (1958). 


Fig. (Case 3)— 
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shoulder for biopsy. The pathologist, Dr. John 
Frerichs, reported basal-cell carcinoma, probably 
of nevoid origin and benign. Dr. Frerichs re- 
marked that although the tissue histologically was 
basal-cell carcinoma, he did not believe that it 
would behave as a malignant growth. The patient, 
when 8 years old, was presented (in 1950) at the 
Dermatology Clinic of the Southern Medical As- 
sociation Meeting, at St. Louis, as having multiple 


benign cystic epitheliomas without family history 
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Fig. 6A (Case 3).— 
Section from tiny lesion 
removed in 1950, showing 
small buds of deeply 
staining basal cells at- 
tached to the undersur- 
face of the epidermis. 
Hematoxylin and eosin; 
reduced 40% from mag. 
X 160. 


of the disease. Examination disclosed the eye- 
lids, face, neck, and shoulders to be covered with 
innumerable lesions varying in size from that of a 
pinhead to 3 mm. in diameter. There were no 
lesions found on the lower portions of the body. 
The discussion elicited great confusion because of 
the discrepancy between the benign gross appear- 
ance of the lesions and the histopathologic fea- 
tures of basal-cell cancer. 

Over the years many small lesions were treated 
with liquid oxygen, and practically all of these 
have remained well. Because of the great number 
of lesions that developed on the neck and the 
upper portion of the trunk, these areas were 
treated by planing in March and April, 1955, 
and these too have remained well. In 1957, the 
patient, now 15 years old, returned to Dr. Wool- 
dridge with lesions on the right side of the nose 
and on the right temple which had shown consist- 
ent growth. These lesions were excised, and both 
were reported as being basal-cell carcinomas. 
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Histopathologic Features 


The most striking feature of this entity 
is the wide discrepancy between the histo- 
pathologic findings in even the earliest le- 
sions and the clinical appearance of the 
lesions. In the smallest papules present, as 
well as in the largest and oldest ones, the 
sections show sharply outlined nests of 
densely packed and deeply stained basal 
cells. These may form small buds that are 
attached to the under surface of the epider- 
mis (Fig. 6A) or at times anastomosing 
strands of basal cells that fill the corium 
(Fig. 6B). 
densely packed cellular masses (Fig. 6C), 
and in others these develop cyst-like spaces 
(Fig. 6D). In several lesions there are 


In some lesions there are large 


Fig. 66 (Case 3).— 
Section from larger 
papule removed in 1950, 
showing anastomosing 
narrow strands of basal 
cells lying in a stroma 
of vascular connective 
tissue. Hematoxylin and 
eosin; reduced 40% from 
mag. X 45. 
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many lattice-like strands of basal cells, and, 
in the predunculated papules, these strands 
extend throughout the entire corium (Fig. 
6E). In many of the sections there are 
numerous dilated blood vessels present 
throughout the corium, and these no doubt 
account for the ready bleeding from the 
lesions following injury. Melanin pigment 
was demonstrated in many of the sections, 
both in the tumor masses and in the inter- 
vening corium. 

All of these histopathologic findings are 
identical with those seen in sections from 
frank basal-cell cancers (Fig. 6F). One 
cannot distinguish from the section alone 
which was taken from an early lesion and 
which from an older one, Neither can one 


Fig. 6D (Case 2).— 
Section from papule on 
the left lower eyelid, 
showing sharply circum- 
scribed tumor mass com- 
posed of densely packed 
basal cells with consider- 
able cyst formation. 
Hematoxylin and eosin; 
reduced 40% from mag. 
x 45. 
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Fig. 6C (Case 2).— 
Section from papule on 


face, showing large 


densely packed mass of 
basal cells with cyst 
formation, considerable 
pigment, and a vascular 
connective tissue stroma. 
Hematoxylin and eosin; 
reduced 40% from mag. 
< 160. 


differentiate with certainty a section from 
a lesion that is still clinically benign from 
one that has already become invasive and 
malignant. 

Sections from lesions of basal-cell nevus 
can be differentiated from those of multiple 
benign cystic epithelioma by the absence of 
horn cysts and of abortive hairs. Premalig- 
nant fibroepithelial tumors of the skin 
(Pinkus) are distinguished by the excessive 
formation of fibrous connective tissue, a 
feature that was not seen in our sections. 


Treatment 


Treatment may be both prophylactic and 
definitive. Prophylactic treatment of the 
nevi as a means of preventing cancer 1s 





Fig. 6E (Case 3).— 
Section of pedunculated 
papule removed in 1958, 
showing many anastomos- 
ing filigree-like strands of 
basal cells lying in a very 
vascular connective tis- 
sue. Hermatoxylin and 
eosin; reduced 40% from 


mag. X 45. 


highly desirable, especially in the region of 
the eyelids and nose, All basal-cell nevi on 
these areas should be removed or completely, 
yet conservatively, destroyed. This may be 
accomplished adequately by cautery, electro- 
surgery, excision, or freezing with liquid 
oxygen or nitrogen. In some instances there 
are so many lesions that removal of all of 
the basal-cell nevi would be impractical. 
Frequent examination may be needed to 
detect early malignant change in any lesion. 
Treatment of a single basal-cell cancer re- 
sulting from a basal-cell nevus can be ac- 
complished by any of the conventional 
means. The problem cases are those with 
multiple rodent ulcers about the nose or 
eyelids. In these, surgical methods, includ- 
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ing chemosurgery, should be used in prefer- 
ence to irradiation, since multiple rodent 
ulcers are to be treated and new cancers 
may be expected to develop over a period 
of many years. The use of irradiation 
would be unwise because of the resulting 
large areas of roentgen dermatitis, In far- 
advanced lesions the problem of therapy 
may be formidable, and it may require con- 
sultation and cooperation between the oph- 
thalmologist, surgeon, radiation therapist, 
and dermatologist. 


Summary and Conclusions 


The basal-cell nevus is a relatively un- 
common and infrequently recognized dys- 


genetic dermatosis. Reported cases of 


Fig. 6F (Case 1).— 
Section taken from small 
papule on the face, show- 
ing superficial ulceration 
of a superficially placed 
basal-cell epithelioma. 
The corium shows con- 
siderable senile elastosis 
and an inflammatory cel- 
lular infiltrate. Hema- 
toxylin and eosin: reduced 


40% from mag. X 160. 
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multiple basal-cell cancer associated with 
epithelioma adenoides cysticum should be 
reevaluated. It is possible that at least some 
of these patients may have had basal-cell 
nevi with a subsequent development of mul- 
tiple cutaneous cancers. 


Frequent associated anomalies of develop- 
ment include multiple dental follicular cysts 
of the mandible or maxilla, bifurcation of 
one or several ribs, milium-like bodies on 
the face, and epithelial cysts of the skin. 
Other defects of development are lipoma, 
fibroma of the ovary, congenital dorsal 
scoliosis, agenesis of the corpus callosum, 
and sometimes feeble-mindedness. These 
anomalies may represent a familial trait, and 
in each case one should investigate thor- 
oughly the patient’s pedigree. 

The presenting complaints in patients with 
this syndrome may be caused by the cysts 
of the jaw or maxilla, although occasionally 
enlargement of a cutaneous lesion or its ul- 
ceration will cause the patient to seek medi- 
cal attention. An important feature of this 
syndrome is the occurrence in young adults 
of multiple skin cancers developing from, 
or associated with, the basal-cell nevi. Em- 
phasis must be placed on the danger of par- 
tial or complete destruction of the eyelids, 
eyes, and nose. To prevent destruction of 
these important structures, all basal-cell nevi 
found on the eyelids amd nose should be 
completely removed. 
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ABSTRACT OF DISCUSSION 


Dr. SAMUEL M. BLUEFARB, Chicago: Dr. Howell 
and Dr. Caro should be congratulated on this 
presentation which offers another link in the 
morphologic variants of these cutaneous diseases 
which result from a congenital defect. Basal-cell 
nevus should probably be evaluated according to 
its interrelationships with the broad group of 
nevoid disorders, particularly multiple benign 
cystic epithelioma, syringomas, epiloia, Sturge- 
Weber syndrome, neurofibromatosis, epithelioma 
adenoides cysticum, fibroepithelioma of Pinkus, 
and the various hamartomas. Brinkley’s case was 
reminiscent of epiloia and Rodin’s case of neuro- 
fibromatosis. All of these syndromes have charac- 
teristic features in common: They are hereditary, 
have clinical features which are interrelated, oc- 
cur or become active at puberty, and arise from 
nests of embryonal cells. In addition, there may 
be associated involvement of the osseous or nervous 
system. 

In my opinion, the common hereditary features 
should be emphasized in all cases and the genetic 
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background should be investigated. Although this 
condition has been mentioned in dermatologic 
literature, its association with other embryological 
errors has not previously been stressed. The rela- 
tionship to anomalies in development have been 
properly stressed in this report. 

The relationship of basal-cell nevus to  trich- 
oepithelioma and fibroepithelioma of Pinkus is 
of great interest. It is possible that many cases 
which have been designated “trichoepithelioma”’ 
with associated skin malignancies were actually 
basal-cell nevi. The relationship between epithe- 
lioma adenoides cysticum, trichoepithelioma, and 
basal-cell epithelioma were discussed previously by 
Traenkle. Pinkus, in 1953, described four cases 
of “Premalignant Fibroepithelial Tumors of the 
Skin” in which he considered them as an unusal 
variety of basal-cell epithelioma. Rodin’s case both 
from the clinical and histologic aspects could be 
compatible with this diagnosis. 

The relationship of basal-cell nevus to multiple 
cutaneous cancers was also stressed in this report. 
It has been found that this type of carcinoma is 
only malignant locally and does not show gen- 
eralized metastases. However, the destruction and 
disfigurement resulting from these lesions makes 
immediate and total therapy imperative. This may 
not be possible in all cases, since a specific diag- 
nosis cannot always be made by histologic 
examination. The difficulties encountered in differ- 
entiating such closely related conditions as epithe- 
lioma adenoides cysticum and basal-cell nevus was 
discussed by Lund in his monograph, “Tumors of 
the Skin.” 

I certainly agree that early definitive and 
prophylactic therapy is essential. Because of a 
predilection for the eyelids, malignant degeneration 
frequently occurs in this area. Therefore, the 
most practical approach to this problem is complete 
removal of all lesions on the face. 

The authors are to be congratulated in offering 
a comprehensive presentation of another link in 
the dysgenetic dermatoses and their relationship 
to multiple cutaneous carcinomas and association 
with anomalies of development. 


Dr. Frances A. E tts, Baltimore: I had an 
opportunity to read this paper, and I enjoyed the 
presentation very much. 

As to nomenclature, the use of the word “nevus” 
here may be questioned. I find, in talking to un- 
dergraduate medical students and even postgraduate 
students in dermatology, that if you ask them for 
a definition of “nevus” they will usually give you 
the pathologist’s definition, that is, a tumor contain- 
ing nevus cells. If that is the true and only def- 
inition for a nevus, then much of dermatologic 
literature is incorrect and the dictionaries are 
wrong. Fortunately, most of us do not agree with 
that definition. The dermatologist usually uses the 
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word nevus to mean a congentital abnormal (us- 
ually localized) growth of cells which are present 
at birth or their anlage is present at birth. The 
word in this presentation, “nevus,” might need to 
be defined more accurately. Can we prove that 
these nevoid basal-cell tumors are different from 
other basal-cell epitheliomas ? 

We may try to do this by showing that they 
appear at an early age and by a genetic history, 
but is that sufficient? We do not know really 
what causes basal-cell epitheliomas in the first 
place. 

In these cases, prophylactic measures are very 
important, even though you cannot remove all of 
the lesions. These patients must be observed 
frequently for possible progression of the lesions 
about the face and especially about the eyes. I 
had one man with innumerable lesions, mostly on 
the torso. At the age of 40, he developed one 
tumor the size of a fist before he had anything 
done about it. Fortunately, local excision was 
sufficient. 

Dr. George H. Curtis, Cleveland: I am very 
much interested in Dr. Howell’s and Dr. Caro’s 
paper, because heretofore I had not been familiar 
with this syndrome, but six weeks ago a young 
man was sent to me as a case of multiple epithe- 
liomatosis of the basal-cell type. He was 21 and 
gave the history that both his father and his 
grandfather were afflicted with this condition 
and his father had lost a good part of his upper 
lip because of it. The histologic picture, of course, 
ruled out all the other clinically similar conditions. 

I should like to ask the question, shall we con- 
tinue throughout these people’s lives to remove 
these lesions from the face, particularly ( ?)— 
because this boy has been seen by four or five 
dermatologists, who have treated the condition 
by electrocoagulation, cautery, radium, and x-ray, 
and his face is considerably disfigured with scars. 

Dr. Hamitton Montcomery, Rochester, Minn. : 
In regard to this whole problem, I think that it 
is important, as Dr. Howell and Dr. Caro have 
emphasized, that we keep classifying and subclas- 
sifying these conditions until we know more about 
the fundamental etiology of basal-cell cancer or 
its subdivisions or whether some types may be 
called nevoid disturbances or hamartoma. 


On the other hand, at the Clinic, we are having 
so many atypical so-called adnexal tumors that it 
is hard to describe all of the classifications and 
subclassifications ; also, as was mentioned by Dr. 
Bluefarb, there is a relation to fibroepithelial tu- 
mors, which some of these pictures resemble some- 
what histologically. Herbert Lund had a great 
deal of difficulty in classification of tumors of the 
skin. He sent his original monograph or fascicle 
to several other people for criticism. I think he 
has done an excellent job. 
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A few years ago I can remember a paper of 
Dr. Marcus Caro on morphea-like epithelioma of 
both basal-cell type and squamous-cell type. I 
think he was perfectly right and the discussers 
were entirely wrong. I have enjoyed this presenta- 
tion very much. 

Dr. HERBERT S. ALDEN, Atlanta: I recall ob- 
serving three persons with this type of lesion. All 
three of them have been under observation for a 
period of from 5 to 10 years, during which time 
I have alternated between the diagnosis of 
acanthoma, epithelioma, and some other tumor, 
possibly a nevus. They have had numerous tumors 
removed with all kinds of methods. 

One of these persons is very much scarred 
and has several areas of radiodermatitis from the 
use of x-ray. I therefore resorted to the use 
of liquid nitrogen on the smaller tumors. In the 
last two or three years, on all three of these 
patients, I have used liquid nitrogen entirely. I 
think this method turns out to be the best non- 
scarring treatment for this type of lesion. This 
treatment, of course, is not applicable around the 
eyelids. 

Dr. Marcus R. Caro, Chicago: We wish to 
thank the discussers for their remarks and also 
for their questions, which brought up a few facets 
that are discussed in the paper but which could 
not be covered in the presentation. 

It is now about 25 years since Nomland first 
used the term “basal-cell nevus,” and yet it has 
not been easy to sell the idea that it is possible to 
have nevi composed entirely of basal cells, even 
though there is a precedent that should have made 
this concept readily acceptable. We know, for 
example, that the epidermis may give rise to 
malignant tumors of a special nature: squamous- 
cell cancer from the prickle cells and basal-cell 
cancer from the basal cells or the adnexa. Why, 
then, no basal-cell nevi? 

Dr. Ellis brought up the question of the def- 
inition of nevi, and I think that this is an im- 
portant source of confusion. To me, a dermatologic 
nevus is a congenital abnormality of development 
of any component of the skin, generally producing 
a hyperplasia. More than one tissue may be in- 
volved to produce pigmented hairy nevi of any 
other combination; or a single tissue may be in- 
volved, to result in nevi of nevus cells, hairs, 
sebaceous glands, sweat glands, blood vessels, 
lymphatics, and so on, or, as was mentioned this 
morning by Dr. Montgomery, the rare nevi of 
smooth muscle. Why, then, is it difficult to accept 
the possibility that nevi may result from a hyper- 
plasia of basal cells alone? 

The great difficulty in these cases has been posed 
by the wide discrepancy between the histologic 
features of the section and the gross appearance 
of the lesion, as well as the clinical course of the 
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patient. In every patient presented today, the 
biopsy section was diagnosed by competent pa- 
thologists as a basal-cell cancer. This was true of 
the cases studied by Dr. Howell, and it was true 
of the patient whom I had the privilege of ob- 
serving for the past eight years. 

When I first saw this patient of Dr. Rodin 
at the Chicago Dermatological Society eight years 
ago, where she was presented as a case of neuro- 
fibromatosis, I obtained two biopsy specimens and 
prepared the sections which were presented to 
you on the screen today. Both sections were sub- 
mitted to competent pathologists, and both were 
uniformly diagnosed as basal-cell cancer. 

About one month ago I performed biopsies on 
five lesions from this same patient and again sub- 
mitted sections from all to competent pathologists, 
and the histopathologic diagnosis again was uni- 
formly basal-cell cancer. That is the point we 
wish to stress. It is important that this entity be 
brought to the attention not only of the derma- 
tologists, most of whom are familiar with it, but 
particularly also of pathologists. General pathol- 
ogists in studying these sections invariably make a 
histopathologic diagnosis of basal-cell cancer, and, 
as a result, some of these patients may be sub- 
jected to unnecessary mutilating operations. These 
lesions remain benign for many years, and only 
those on the face, particularly about the eyelids, 
nose, and nasolabial fold, tend to become more 
active, to invade, to ulcerate, and to become de- 
structive. 

The question was asked as to whether or not 
these lesions should be treated and what should 
be done. It is our feeling that, if possible, all of 
them should be removed as a prophylactic measure. 
While those on the trunk may never become malig- 
nant, one never knows, if the patient lives long 
enough, whether or not malignant supervention 
may not eventually take place. Certainly, all lesions 
on the face, particularly those about the eyes and 
nose, should be removed and removed as com- 
pletely and as early as possible. What method 
of removal is used is of very little importance, 
because only local destruction is necessary. I would 
urge strongly that, if the lesions are still benign 
clinically, no irradiation of any type be used. I 
think that more damage is done in these cases by 
the use of x-rays or radium than is warranted. 
Remember, you are dealing with lesions which are 
going to be enlarging locally and which are going 
to become more numerous. If you produce a 
radiodermatitis in treating one lesion, you will 
certainly in time have other lesions developing 
within areas of radiodermatitis. 

If the lesions are few, they can be destroyed by 
liquid nitrogen or by electrosurgical procedures. 
Almost any method can be used, but the important 
thing is to use some form of treatment which in 
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itself will not lead to unnecessary scarring. Derma- 
brasion has been used in some of these patients, 
and, if many lesions are present in a small area 
of skin, dermabrasion might well be the most 
feasible method. In the case of the little girl I 
presented, however, it should be very simple, with 
the patient under general anesthesia, to remove 
all the lesions by cutting them off with scissors 
and destroying the base with. the actual cautery. 
By this method, most of her skin which is normal 
will be left intact and only the sessile or peduncu- 
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lated base of the individual lesions will be de- 
stroyed. 

In reply to the questions that were asked about 
differential diagnosis, these lesions are certainly 
nevoid because they are congenital abnormalities. 
How they are related to other congenital ab- 
normalities of the skin is of very little consequence. 
It is important, however, to delineate these cases 
from those of other congenital abnormalities, such 
as multiple benign cystic epithelioma and the 
premalignant fibroepithelioma of Pinkus, and that 
can readily be done on histopathological grounds. 


Pathology of the Dermatitis Produced by the 


Urticating Caterpillar. Automeris Io 


DAVID L. JONES, M.D., and JOSEPH H. MILLER, Ph.D., New Orleans 


Introduction 


The order Lepidoptera contains many 
species of urticating caterpillars that can 
produce lesions in man. The more com- 
monly known species in this country include 
the puss caterpillar (Megalopyge opercu- 
laris), the flannel moths (Megalopyge 
crispata and M. pyxidfera), the saddle- 
back caterpillar (Sibine stimulea), the 
brown-tail moth (Euproctis phaeorrhoea ), 
and the Io moth larva ( Automeris 10). 

The puss and Io moth caterpillars are 
very common in the states bordering the 
Gulf of Mexico. Many cases of dermatitis 
from their venom occur each season. 
Bishopp? describes an epidemic of thou- 
sands of cases in Texas due to Megalopyge 
opercularis. In one city the schools were 
ordered closed until shade trees in the 
vicinities could be sprayed to destroy the 
caterpillars. 


Beyer ? described the signs and symptoms 
of contact venenation from the puss cater- 
pillar which he experienced personally. 
There was immediate burning of the hand 
which proceeded rapidly to numbness and 
pain of the entire shoulder. Nausea and 
severe restlessness were also experienced. 
The severe pain persisted for seven hours 
despite 20 grains (1.3 gm.) of acetylsalicylic 
acid. The next day the skin in the axilla 
was drawn and tense. The lymph nodes 
were not enlarged. Lucas * described similar 
symptoms in cases of puss caterpillar 
venenation, with the addition of muscle 
cramps and extreme anxiety. Micks* re- 
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ported 18 cases of puss caterpillar urtica- 
tion. Eight of these cases presented a severe 
clinical picture, with acute stabbing pain 
extending rapidly from the contact site on 
an extremity to the trunk. 

Lucas *® found morphine, codeine, and 
epinephrine to be the best symptomatic 
therapy. Randel and Doan ® also report good 
analgesia with codeine but diphenhydramine 
hydrochloride (Benadryl Hydrochloride) and 
tetracaine ointment were of no value. 

Tyzzer ê demonstrated the lesion produced 
by contact with the brown-tail moth larva. 
He reported that the nettling hairs pene- 
trated the epidermis, acting as foreign bodies 
as well as injecting an irritating substance 
into the skin. The lesion was described as 
a necrosis of the epidermis around a 
nettling hair with a microscopic vesicle in 
the epidermis and inflammatory changes 
around the vessels in the corium. 

Foot” described the pathology which re- 
sulted from contact with the puss caterpillar. 
He reported local necrosis and vesicle 
formation of the epidermis. The cellular 
reaction was mainly lymphocytic. There was 
an immediate burning sensation which lasted 
one-half to five hours. This was followed 
by the appearance of small vesicles which 
persisted for 48 to 72 hours. 


Gundersen et al., Dreyer,? and Corkey ® 
reported cases of ophthalmia nodosa due to 
the urticating hairs of caterpillars. A 
granulomatous foreign-body reaction was 
elicited by intraocular migration of the hairs. 
Enucleation was necessary in two cases. 

No reports of clinical or pathological 
studies have been found concerning the 
lesion produced by the lo moth larva 
(A. io). The symptomatology is less severe 
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and of shorter duration than that produced 
by contact with the puss caterpillar. Cases 
of venenation by the Io moth larva there- 
fore probably do not often come to the 
attention of the physician. A heavy infesta- 
tion of A. io on the grounds of a housing 
project in New Orleans prompted this in- 
vestigation. 


Materials and Methods 


Numerous larvae of the Io moth were found 
in low-growing crepe myrtle trees from October 
to the first week in December. With the onset of 
colder weather, at this time, they began to spin 
cocoons. 

The larvae which were collected ranged from 
I to 6 cm. in length. The entire larva, including 
the hairs, was a vivid light green color with a 
sublateral pair of parallel maroon and white 
stripes. There were six transverse rows of dorsal 
and lateral papillae, evenly distributed along the 
length of the larva. Several long urticating and 
nonurticating hairs extended from each papilla. 
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The inner surface of the ears of 6-week-old 
litter mate rats were stroked six times with a. 
live caterpillar. Care was taken to insure contact 
with the urticating hairs. Gross observation and 
biopsies of the ears were done at intervals of 5, 
15, and 30 minutes and 1, 2, 3, 6, 12, and 24 hours. 
A control biopsy was also performed. Sections 
were prepared and stained with hematoxylin and 
eosin. Cross sections of caterpillars were also 
studied. 


Results 


There was an immediate erythematous 
reaction at the site of contact. A pitting 
edema developed rapidly and was present 
grossly in five minutes. This represented 
the maximum visible response. In six hours 
the normal gross appearance of the ear was 
restored. No vesicle or areas of necrosis 
developed. 

Microscopically there was marked edema 
of the corium and subcutaneous tissue with 
associated dilatation of the blood vessels. 


Fig. 1—Cross section of 
rat ear. Normal control. All 
photographs were made at 
the initial magnification of 


X 100. 
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Fig. 2—Cross section of 
rat ear five minutes after 
caterpillar contact. Section 
shows marked edema of 
corium and subcutaneous tis- 
sue, dilatation of blood ves- 
sels, and infiltration of 
polymorphonuclear leuko- 


cytes and macrophages. 





Fig. 3.—Cross section of 
rat ear at one hour after 
caterpillar contact. Section 
shows continued response. 


Fig. 4—Cross section of 
rat ear at 12 hours. Compare 
with control. 
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There was a cellular response consisting of 
infiltration by polymorphonuclear leukocytes 
No unusual number of 
eosinophils was seen. The response was 
marked in the biopsy specimen taken five 
minutes after contact and remained ap- 
parent in subsequent biopsy specimens 
through the six-hour specimen. 


and macrophages. 


The 12- and 24-hour biopsy specimens 
were normal. No areas of necrosis were 
seen, and no urticating hairs were found 
(Figs. 1-4). 

The poison apparatus of the caterpillar 
consisted of urticating hairs mounted on a 
papilla. The urticating hair shaft was lined 
by a continuous thin hypodermis and had 
a plug-like tip and a diaphragm at the base 


which led to the poison gland. 
S4 


Comment 


The lesion produced by contact with the 
lo moth larva is an immediate erythematous 
wheal with rapid edema formation of the 
corium and subcutaneous tissue. The reac- 
tion lasts approximately six hours, and the 
affected area is normal grossly and micro- 
scopically after that time. In contrast to 
previously described lesions produced by 
other urticating caterpillars, there was no 
necrosis, vesicle formation, or hairs pro- 
ducing foreign-body reactions. 

Randel and Doan® reported an 8% to 
22% eosinophilia in cases of dermatitis pro- 
duced by contact with Megalopyge lanata 
in Panama. This increase occurred im- 
mediately and decreased greatly on the 


second day. Sections of lesions produced 
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by contact with A. io did not show a local 
increase in eosinophils. 
’ No attempt was made to investigate the 
composition or mechanism of action of the 
irritating substance. However, Tyzzer® 
found that the venom of the brown-tail moth 
larva was destroyed by dilute alkalies or 
heating to 115 C, and that it lysed red blood 
cells. D’Ingianni,!! however, repeatedly 
failed to produce hemolysis but did not 
mention the species used in his study. 
Valle et al.!? made crude aqueous extracts 
of the venenating setae of Dirphia sp. and 
Megalopyge sp. They demonstrated a hista- 
mine content of Dirphia sp. extracts equal 
to a 0.02%-0.04% solution. The histamine 
content of the extracts of setae of Megalo- 
pyge sp. was found to be much lower. 
Acetylcholine was undetected in both species. 
It was concluded that the extracts also con- 
tained other active pharmacologic substances 
probably of a protein nature. The lesion 
produced by A. io is compatible, at least in 
part, with a substance containing histamine 
or one causing its release. 


The “spine type” of venenating structure 
of Automeris io is similar to that of 
Megalopyge opercularis as described by 
Foot,’ except that the glandular portion is 
located in the papillae and does not form a 
base about the venenating hairs. 


Summary 


The pathology of the dermatitis of the 
caterpillar of Automeris io is a rapidly 
developing edema of the corium and sub- 
cutaneous tissue without necrosis. The re- 
action is of approximately six hours’ 
duration. 

The urticating substance was not an- 
alyzed. On clinical evidence, however, the 
reaction is compatible with one caused, at 
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least in part, by histamine or a histamine 
release phenomenon. 

The poison apparatus of the caterpillar 
consists of venating hairs mounted on 
papillae. Each hair shaft is open to a poison 
gland in the papilla. 


School of Medicine, Louisiana State University. 


Dr. Monroe Samuels, Assistant Director of 
Pathology, Charity Hospital of Louisiana, assisted 
in the microscopic interpretation of the biopsy 
specimens. 
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Influence of Specific Antibody on Herpes Simplex 


Infections in Tissue Culture 


CLAYTON E. WHEELER, M.D., and CHARLES M. CANBY, M.S., Charlottesville, Va. 


who suffer from recurrent 
herpes simplex infections have neutralizing 
or complement-fixing antibodies to herpes 
simplex virus in their sera, usually in high 
titer.*8-9,11-16,18-20 The antibody level in the 
sera of these patients, according to available 
evidence,**11-1619 does not fluctuate in re- 
sponse to the recurrent infection. (The ani- 
body level is as high before the recurrence 
as it is during or after.) These observations 
suggest that a high level of specific antibody 
in the serum is incapable of eradicating the 
herpes virus even though it may limit its 
spread. 

The influence of specific antibody upon 
the course of experimental herpes infections 
in tissue cultures has been studied by two 
groups of investigators. Andrewes è showed 
that herpes simplex infections could develop 
in tissue cultures in the presence of specific 
antibody providing the virus was added one- 
half hour before the addition of the anti- 
body. Black and Melnick® enlarged upon 
this work, using the herpes B virus (a rela- 
tive of the herpes simplex virus) whose 
natural host is the monkey, in monkey- 
kidney tissue cultures. They added tissue 
culture medium containing antibody to 
herpes B virus to the cultures at varying 
intervals after the addition of herpes B 
virus and observed the influence of the 
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antibody upon the course of the infection. 
In the absence of antibody the -infection 
spread throughout the cultures. 
When specific antibody was present the in- 
fection remained localized to plaques and 
spread of the infection occurred by enlarge- 
ment of the peripheral portion of the plaques 
instead of by wide dissemination through 
the fluid culture medium. Their experi- 
ments were restricted to short-term effects 
under conditions of limited cell growth and 
multiplication because of the cell type and 
the culture medium which they employed. 


rapidly 


In order to study further the effect of 
specific antibody upon the course of the 
herpetic infection, HeLa cultures infected 
with herpes simplex virus were employed 
as models in our laboratory. After establish- 
ment of the herpes infection some of the 
cultures were nourished with growth medi- 
um containing no demonstrable specific anti- 
body and others were nourished with growth 
medium containing large amounts of specific 
antibody. Cultures nourished with medium 
containing no antibody were rapidly de- 
stroyed by the virus. Cultures nourished 
with medium containing specific antibody 
survived; the cells multiplied, and an ap- 
parently endless number of serial subcul- 
tures could be made, but these cultures 
continued to be infected with the herpes 
simplex virus. 


Materials and Methods 


A. Cells and Culture Media—HeLa cells which 
had been passed serially in our laboratory were 
grown in 16X125 mm. screw-capped culture tubes 
kept in stationary slant racks at 35 C. The growth 
medium (GM) used in most of the work consisted 
of 40% human serum, 5% chick-embryo extract, 


and 55% balanced salt solution (Hank’s). A 
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small number of cultures were nourished with 40% 
human serum in Eagle’s basal medium.” The 
methods used in the preparation of the cultures 
and growth medium have been described in detail 
elsewhere. ™” 

B. Virus Strains—Three strains of herpes 
simplex virus were used: (1) HF, which was 
obtained from the American Type Culture Col- 
lection; (2) ST, from a recurrent herpes lesion on 
the thigh of a 23-year-old woman, and (3) CR, 
from recurrent herpes lesions on the face of a 
6-year-old girl.” The stock virus which was used 
to inoculate HeLa cultures had been passed 5 to 12 
times in HeLa cells kept in 10% horse-serum 
maintenance solution (HSMS). 

C. Establishment of High Antibody and No 
Antibody Serum Pools.—Serum was obtained from 
volunteer medical students and tested for the 
presence of neutralizing antibody as follows: Equal 
volumes of undiluted inactivated serum * were 
added to serial tenfold dilutions of herpes simplex 
virus in HSMS. The virus-serum (and virus- 
HSMS control) mixtures were rotated in a revolv- 
ing drum at 35 C for one-half hour and then 
added to cultures of HeLa cells (two to three 
cultures per dilution to be tested) which had been 
washed twice with 2 ml. of Hank’s balanced salt 
solution (BSS). After incubation of these cultures 
in slant racks at 35 C for one hour, 1 ml. of 
HSMS was added and the cultures were reincubated 
at 35 C. The number of plaques of herpes-infected 
cells in the cultures were counted at 48 hours for 
ST virus and at 72 hours for HF and CR 
viruses. The number of infectious units of virus 
contained in the virus-serum (or virus-HSMS) 
mixture was then calculated as described below. 

Approximately 50% of the sera tested contained 
no demonstrable neutralizing antibody (dilutions 
of virus containing 4 to 60 infectious units pro- 
duced as many plaques after incubation with the 
test serum as after incubation with the control 
HSMS). Approximately 50% of the sera neu- 
tralized varying amounts of herpes simplex virus. 
Sera with small amounts of neutralizing antibody 
were discarded, and sera containing large amounts 
of neutralizing antibody were saved. Sera of five 
to seven donors which showed no demonstrable 
neutralizing antibody were pooled, and this serum 
pool was used to prepare the growth medium (GM) 
described above. Similarly, sera of five to seven 
donors which contained large amounts of antibody 
were pooled and this serum pool was used to 
prepare GM. The completed NABGM was tested 


*Inactivation of the serum was carried out by 
incubation in a water bath at 56 C for one-half 
hour. Fresh sera which were not treated in this 
manner inactivated small amounts of herpes 
simplex virus, although they contained no de- 
monstrable specific antibody. 
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and found to contain no demonstrable neutralizing 
antibody, and the completed HABGM was found 
to contain enough antibody in 0.1 ml. to neutralize 
all except 20 to 30 infectious units of virus when 
incubated with an equal volume of virus suspen- 
sion containing 20,000 to 30,000 infectious units. 

D. Method Used in the Titration of Virus.— 
Virus titers were determined by a method which 
has been described elsewhere.” The method con- 
sisted essentially of the preparation of serial ten- 
fold dilutions of the virus sample to be tested. 
Aliquots of these dilutions were added to HeLa 
cultures which were incubated for 48 to 72 hours, 
at which time herpes plaques were counted at the 
dilution at which the largest number of countable 
plaques, usually 20 to 80, were found. Since one 
herpes plaque was initiated by a single infectious 
unit of virus, the virus titer expressed in infectious 
units per milliliter could be calculated from the 
formula n=y/vx when n equals the number of 
infectious units of virus present per milliliter, y 
equals the average number of plaques counted, 
v equals the volume of the sample in milliliter, 
and a equals the dilution of the sample on which 
the plaque counts were done. 

E. Preparation and Maintenance of Herpes In- 
fected Cultures Used in Studying Effect of Anti- 
body upon Course of Infection—HeLa cultures 
consisting of approximately 300,000 cells arranged 
in monolayer sheets were washed twice with 2 ml. 
of BSS after decanting the original GM. Varying 
amounts of virus (1 to 1000 tissue-culture infectious 
units) were added to the cultures and time (one 
to five hours) was allowed for virus to attach to 
cells. NABGM or HABGM was then added to 
the cultures. The cultures were observed daily for 
herpetic cytopathogenesis and an estimate made 
of the relative proportion of infected and uninfected 
cells. The culture medium was changed daily for 
the first two or three weeks after infection and 
thereafter only when the pH became too acid 
(every second or third day). After removal of 
medium from the cultures, it was stored in the 
COs box (—45 C) or the deep freeze (—20 C) and 
later titrated for virus. In some instances the 
medium was centrifuged before storage and the 
supernatant portion of the medium stored separately 
from the sediment. 

Subcultures were performed by scraping the 
cells off the wall of one culture tube and adding 
3 ml. of fresh medium. The cells and medium were 
forced up and down 8 or 10 times in a 5 ml. 
pipette, and 1 ml. of this cell suspension was added 


+ With ST virus, plaque counts were done at 
48 hours. Plaque counts were done at 72 hours with 
CR and HF viruses because plaques were formed 
more slowly with these strains of virus and counts 
were slightly more accurate at 72 hours than at 
48 hours. 
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to each of three fresh culture tubes. Thus, at 
each subculture the cells (and virus in the infected 
cultures) were diluted by a factor of 3. 


Results 


Uninfected, control HeLa cultures were 
prepared and maintained in parallel with 
each group of infected cultures. The con- 
trol cultures nourished with NABGM and 
HABGM showed a gradual increase in 
thickness of the cell sheet until the thicker, 
triangular center portion sloughed away 
from the glass culture tube, leaving only a 
V-shaped border of cells adherent to the 
glass. Cells gradually regrew in the bare 
central area, only to slough again if the cul- 
tures were kept long enough for the cell 
sheet to become thick again. The cells of 
older cultures frequently became granular 
and stringy, and localized areas of the cell 
sheet peeled away from the glass, producing 
a “swiss cheese” appearance. However, the 
cells in these old cultures were capable of 
rapid growth and multiplication upon sub- 
culture and they could be serially subcul- 
tured in NABGM and HABGM 
indefinitely (20 subcultures with no sugges- 
tion of limitation of cell growth or multi- 
plication ). 


Eighty-two cultures were inoculated with 
herpes simplex virus (thirty-five with ST, 
and twelve with CR) 
Sixty-eight 


thirty-five with HF, 
and nourished with HABGM. 
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infected cultures (thirty-eight with ST, 
twenty-five with HF, and five with CR) 
were nourished with NABGM. Since the’ 
effect was the same whether the SL, dae. 
or the CR strains of virus were used, the 
results of the experiment are presented in 
terms of the course of the herpes virus 
infection in the presence of the two dif- 
ferent types of growth medium—HABGM 
and NABGM. 

The herpetic infection in cultures nour- 
ished with NABGM (Fig, 1) spread re- 
lentlessly until the entire cell population 
was destroyed, which took place within 
5 to 10 days after inoculation of the virus. 
Cultures inoculated with large amounts of 
virus (500 to 1000 infectious units) ap- 
peared to be destroyed more rapidly than 
cultures inoculated with small amounts of 
virus (1 to 200 infectious units). The in- 
fluence of the amount of virus inoculated 
upon the course of the infection is under 
more detailed study at the present time in 
cultures nourished with either NABGM or 
HABGM. As would be expected, new virus 
appeared promptly in the medium of the 
NABGM cultures and high titers of virus 
(10° infectious units per milliliter) were 
attained. The virus titer in the medium in- 
creased as the infection spread and de- 
creased as the cells were destroyed and 
were washed away with the daily changes 
of media. 


Fig. 1—HeLa culture 
nourished with NABGM. 
Five days after inoculation 
of 80 infectious units of ST 
herpes simplex virus. Al- 
most every cell is infected. 
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Fig. 2—HeLa_ culture 
nourished with HABGM. 
Five days after inoculation 
of 80 infectious units of ST 
herpes simplex virus. The 
herpes infection is limited 
to plaques (arrow), and the 
majority of the HeLa cells 
are still uninfected. 


The course of the herpetic infection in 
cultures nourished with HABGM will now 
be described. Cultures inoculated with large 
amounts of virus (500 to 1000 infectious 
units) developed widespread cytopathogene- 
sis, but there always remained a few unin- 
fected cells from which the cultures regrew 
into monolayer sheets of “normal” cells 
which were bespattered with small groups 
of infected cells. Cultures inoculated with 
small amounts of virus (1 to 200 infectious 
units) developed discrete plaques of herpes- 
infected cells (Fig. 2). These plaques en- 
larged at the periphery until they became 
confluent and large areas of the culture were 
affected. At times infected cells or clumps 
of cells dropped off the glass and lodged at 
distant sites adjacent to uninfected cells 
and initiated new plaques of infection. As 
the plaques of infected cells enlarged and 
the infected cells dropped off the glass, new, 
apparently uninfected, cells grew into these 
areas and later became infected. A shifting 
pattern of infection and regrowth which 
persisted indefinitely (as long as eight 
months in one instance) without evidence 
of cure of the infection or death of the 
cultures was thus established. 

Infected cultures nourished with HABGM 
were subcultured as described under 
Materials and Methods. The day after sub- 


culture both ‘“normal’-appearing and in- 
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fected cells could be seen scattered over the 
glass surface of the culture tube. In the 
ensuing four to seven days, depending upon 
the number of cells in the inoculum at sub- 
culture, the “normal” cells multiplied to 
form islands which coalesced to form sheets 


of cells. The infected cells were seen at the 
periphery of the growing islands of mor- 
phologically uninfected cells, and when the 
islands coalesced to form sheets the in- 
fected cells formed an outline of the pre- 
ceding islands. When sheets of cells were 
formed, the infected cell foci began to 
spread and in a few days large areas of the 
cell sheet had become infected and dropped 
off the glass. “Normal” cells still could be 
seen, however, and regrowth again took 
place in the areas destroyed by infection. 
Subculture of infected cultures nourished 
with HABGM can apparently be performed 
indefinitely. One set of cultures infected 
with ST virus has been subcultured 16 
times over a period of four and one-half 
months with no evidence of loss of virus 
or loss of the cultures. Sixteen subcultures 
implies dilution of the original material by 
a factor of over 150,000,000. Since the 
original culture contained 300,000 cells and 
20 infectious units of virus and the 16th 
passage culture contained approximately the 
same number of cells and over 200,000 in- 
fectious units of virus, it is evident that 
multiplication of cells and virus occurred. 
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Evidence that HABGM cultures have 
persistently carried virus has been derived 
from three observations. First, the cultures 
have consistently shown evidence of herpetic 
cytopathogenesis (giant cells, intranuclear 
inclusions, clumping, and round cells), in 
both stained (H & E) and unstained prep- 
arations. Second, the decanted medium 
has almost always been infectious for HeLa 
cells. Apparently the infectious component 
of the decanted culture medium has been 
associated with individual cells or cell 
clumps, since centrifugation of the decanted 
HABGM at 3000 rpm has removed all ex- 
cept a very occasional single infectious unit 
from the supernate and the sediment has 
contained 20 to 5000 infectious units of 
virus per milliliter. Third, switching 
HABGM cultures to NABGM has resulted 
in complete destruction of the cultures and 
the appearance of large amounts of virus 
in the culture medium (up to 6,000,000 in- 
fectious units of virus per milliliter). In 
each of the 16 subcultures of the example 
cited in the preceding paragraph virus was 
demonstrated by all three of these methods. 

It is worth stressing that the infected 
HABGM cultures appear to be composed 
of two types of cells: (a) “normal’-appear- 
ing HeLa cells and (b) virus-infected cells 
which show typical changes of herpetic in- 
fection (Fig. 3). The virus-infected cells 
have the same microscopic characteristics 
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as virus-infected cells grown or maintained 
in medium which contains no antibody, with 
one possible exception. In some of the’ 
HABGM cultures, especially those infected 
with HF virus, the infected cells seem to be 
clumped together in masses and individual 
cell outline is not as evident as in cultures 
containing no antibody (Fig. 4). 


Comment 


The presence of specific neutralizing anti- — 
body in the growth medium of herpes sim- 
plex-infected HeLa cultures under the 
conditions of this experiment created a 
relatively stable relationship between the 
virus and the cells of the cultures so that 
neither were the cultures destroyed by the 
virus nor was the virus eliminated from the 
cultures. These observations in some re- 
spects parallel those of Ackermann and 
Kurtz,” who infected HeLa cultures with 
poliomyelitis virus. As long as specific anti- 
body against poliomyelitis virus was present 
in the growth medium, the cultures sur- 
vived. The HeLa cells in the infected, or 
“carrier” cultures were different in micro- 
scopic appearance from the cells in unin- 
fected HeLa cultures, but they multiplied 
and serial subcultures could be made. With- 
drawal of specific antibody from the growth 
medium resulted in destruction of the cul- 
tures, and usually, but not always, this pro- 


Fig. 3—Tenth subculture 
of herpes simplex (ST 
-strain)-infected “carrier” 
culture of HeLa cells nour- 
ished with HABGM. Note 
central area of normal- ap- 
pearing cells. Arrow points 
to infected cells. 
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Fig. 4—Third subculture 
of herpes simplex (HF 
strain)-infected “carrier” 
culture of HeLa cells nour- 
ished with HABGM. Ar- 
row points to infected cells 
which have clumped to- 
gether. 
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cedure was associated with the appearance 
of poliomyelitis virus in the culture medium. 
These observations prompted Ackermann 
and Kurtz to suggest that specific antibody, 
in addition to the usual functions of elimi- 
nation of virus and limitation of its spread, 
may at times act in such a fashion as to 
preserve virus. 

Herpes simplex-infected “carrier” cul- 
tures differed from poliomyelitis “carrier” 
cultures in at least two ways: 1. Herpes 
“carrier” cultures always presented islands 
and patches of morphologically uninfected, 
‘“normal’’-appearing cells interspersed with 
infected cells. 2. Infectious herpes simplex 
virus could always be demonstrated in the 
“carrier” cultures. 

Herpes simplex virus appears to spread 
in tissue cultures by at least three mechan- 
isms: 1. Cell-to-medium-to-cell spread. Free 
virus is released by the infected cells into 
the fluid culture medium and spreads 
through this medium to cells at distant sites. 
This type of virus spread was apparently 
observed in the NABGM cultures; but it 
was not evident in the HABGM cultures. 
2. Cell-to-cell spread. Virus spreads from 
an infected cell to an adjacent uninfected 
cell. It is not clear whether the virus in 
this instance spreads from cell to cell with- 
out entering the fluid medium or whether 
it travels through the fluid medium, even 
though this may be a very short distance. 
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This type of spread is seen when no anti- 
body is present in the medium, but it also 
occurs in the presence of specific antibody. 
At first glance this would appear to be 
evidence in support of cell-to-cell spread 
without entry of the virus into the fluid 
medium, but virus in a small area surround- 
ing an infected cell might be in excess of 
available antibody at this localized area, and 
the spread might, therefore, still be through 
the medium. 3. Infected cells or small 
clumps of infected cells separate from the 
tissue culture sheets and travel through the 
medium to lodge at uninfected sites where 
new infectious foci are established. This 
method of spread occurs whether there is 
antibody in the medium or not. The spread 
of virus at the new focus must be similar 
to that outlined under Mechanism 2. 

What effect does specific antibody have 
on the course of herpes simplex infections 
in man, and can any of the information ob- 
tained from the tissue culture model be ap- 
plied to herpes infections in man? In the 
nonimmune person (primary herpes simplex 
infection) it seems likely that the herpes 
simplex virus spreads via the body fluids 
to cause widespread infection (skin, mucous 
membrane, blood, liver, gastrointestinal 
tract, brain, etc.) much as the infection be- 
comes widespread in tissue cultures which 
contain no antibody. The presence of anti- 
body in the body fluids (recurrent herpes 
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simplex infections) or tissue-culture fluids 
prevents dissemination of the virus, and the 
infection remains localized. The presence of 
specific antibody, even in large amounts, 
does not eradicate the virus in the tissue 
culture model or in man who has the re- 
current form of the disease. Failure of 
antibody to eradicate intracellular virus 
might be expected if antibody cannot enter 
cells (or can enter cells only in small 
quantity) and if the virus can spread from 
cell to cell without entry into body fluids 
(or 1f localized areas or virus excess allow 
unneutralized virus to pass from cell to 
cell). Under these conditions the presence 
of antibody might conceivably contribute 
to the, survival and persistence of the virus 
by helping to establish a balance between 
cell destruction and new cell formation. If 
such be the case it would seem unlikely 
that measures designated to raise antibody 
levels in patients with recurrent herpes 
simplex infections would be effective in 
eliminating the disease. It might also help 
to explain the establishment of new recur- 
rent herpes lesions at sites of vaccination 
with live virus in the treatment of patients 
with recurrent herpes simplex infections." 

A pertinent question to which there is no 
available answer might be asked: Why does 
the recurrent herpes simplex lesion stop 
growing after it attains a certain size? If 
cell-to-cell spread occurs in the presence of 
antibody, why would the lesion not continue 
to spread as long as uninfected cells are 
available? The limiting factor in the spread 
of a local herpetic lesion may not be anti- 
body alone. Cellular elements associated 
with inflammation and humoral elements 
other than specific antibody may be im- 
portant. In this connection it may be 
pointed out that the individual herpes 
simplex vesicle on the skin or mucous mem- 
brane of the nonimmune person (primary 
herpes simplex infection) is essentially the 
same size as the vesicle which occurs in 
the immune person (recurrent herpes 
simplex infection), although more group- 
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ing of vesticles may occur in the immune 
person (localizing effect of antibody?). . 

One of the aims of this experiment was 
to see whether a latent or inapparent in- 
fection could be produced in tissue culture 
by growing herpes-infected HeLa cells in 
medium containing specific antibody. It 
was hoped that if such a model could be 
established some light could be shed upon 
the state of the herpes simplex virus in 
tissues in the interval between recurrences 
of this disease. Infected cultures kept at 
35 C in medium containing antibody showed 
no tendency toward latent or inapparent 
infection, however, nor was there any indi- 
cation that herpes-resistant cells developed 
in these cultures. 


Conclusions 


l. In HeLa-cell cultures which are in- 
fected with herpes simplex virus and 
nourished with growth medium containing 
no demonstrable neutralizing antibody the 
virus infection spreads relentlessly and de- 
stroys the cultures completely. 

2. In HeLa-cell cultures which are in- 
fected with herpes simplex virus and 
nourished by growth medium containing 
large amounts of neutralizing antibody the 
virus infection persists but the cultures are 
not destroyed. Infected cultures can be 
passed serially, apparently indefinitely, 
without loss of the cultures or loss of the 
virus as long as specific neutralizing anti- 
body is present. 

3. Both in humans with recurrent herpes 
simplex and in the herpes-infected tissue 
culture model the presence of specific 
neutralizing antibody fails to eradicate the 
herpes simplex virus. 


University of Virginia Hospital. 
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ABSTRACT OF DISCUSSION 


Dr. Maurice SuLLIvAN, Baltimore: In well- 
conceived and beautifully conducted experiments, 
Dr. Wheeler has demonstrated the following find- 
ings : 

1. When HelLa-cell cultures were infected with 
herpes simplex virus and nourished with growth 
medium containing no demonstrable antibody, the 
virus infection spread relentlessly and completely 
destroyed all the cells in the culture. 


2. By contrast, when large amounts of neu- 
tralizing antibody were added to the growth medium 
of HeLa-cell cultures infected with herpes simplex 
virus, the cultures were not destroyed, and it was 
possible to pass the cultures serially 16 times, 
without loss of cultures or virus as long as specific 
neutralizing antibody was present. , 


Now, let us examine these results to determine 
whether they are analogous to the clinical situation. 
Certainly, the complete destruction of the cultures, 
when no neutralizing antibody was added, is not 
comparable to the primary infection in man, be- 
cause, in spite of an occasional severe initial attack 
in man, the infection is always limited. This 
probably means that locally some of the cells 
must receive an antigenic stimulus, which results 
from activity of viral antibody. The viral antibody 
very likely develops soon or immediately after the 
infection, as a result of virus liberated from 
damaged cells. 


However, there are two other reasons why, 
clinically, the initial infection with herpes simplex 
is limited. First, it is not possible, except, perhaps, 
under extraordinary experimental conditions, to 
produce an overwhelming and widespread virus 
infection, that is, to deliver the virus to numerous 
cells over wide areas. Second cell populations 
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may be heterozygous, consisting of susceptible and 
resistant cells, and only the susceptible cells will 
accept the virus. The conditions in Wheeler's 
experiment were, therefore, not comparable to 
those in vivo, insofar as the initial infection is 
concerned. On the other hand, the chronic experi- 
mental infection produced by Wheeler was com- 
parable in many respects to that in vivo. The 
addition of neutralizing antibody to the original 
growth medium and to the growth medium in the 
16 subcultures apparently created an interference 
phenomenon, permitting a chronic carrier state 
similar to that in man. 


Now, this is a feat of considerable importance, 
as it has provided investigators with an opportunity 
to set up an experimental situation which can be 
challenged by numerous influences which have been 
suspected of being activating or so-called “trigger 
mechanisms” for clinical exacerbations and recur- 
rences. All clinicians have verified many times the 
precipitating influences of hyperpyrexia, either due 
to infection or induced by artificial means. It has 
been suspected that fever causes tissue alteration 
which temporarily interferes with or blocks anti- 
body formation, thus causing recurrences. It could 
also be theorized that fever causes direct cytotoxic 
effects which are followed by release of virus, 
which spreads to other cells, thus producing recur- 
rence by propagation. 

With a reproducible carrier state, it should now 
be possible to test various hypotheses based on 
numerous clinical observations. From the stand- 
point of therapy for recurrent herpes simplex 
infection, it would appear that the most logical ap- 
proach is via the development of a specific 
neutralizing antibody that would be stable enough 
to resist activating influences, such as hyperpyrexia, 
actinic rays, menstruation, and “nervous exhaus- 
tion.” 

The futility of chemotherapy for herpes simplex 
and other virus infections is well known. Viruses 
lack their own enzyme systems, using those of the 
host instead. Their metabolism is bound to that of 
the cells. They do not reproduce from their own 
bodies but induce the host cells to synthesize new 
virus material, together with normal metabolic 
products. Any chemotherapeutic agent capable of 
destroying virus must also destroy the cell which 
harbors it or its particles. It is conceivable that 
chemotherapeutic agents could be developed for 
the topical therapy of warts, as destruction of the 
proliferating host cells is desirable. Such therapy 
would not be applicable to chronic recurrent herpes 
simplex infection, and it is doubtful whether an 
initial attack could be aborted by a local destructive 
procedure. 


Dr. FRANK E. Cormia, New York: I thought 
my synapses had been stretched to the limit by 
some of yesterday’s fine presentations, but Dr. 
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Wheeler has further compounded the injury with 
this beautiful piece of work. Of course, it raises 
many questions to which, I hope, he will find some 
of the answers with additional studies. 

In the first place, in some of these herpetic 
infections, herpes simplex and herpes zoster, the 
virologists tell us that there is a definite period of 
growtl of the organism in the clinical infection. 
This goes on for a stated relatively short period, 
and then the growth ceases and the clinical infec- 
tion supervenes. This is a rather amazing thing, 
and one wonders whether this cessation of growth 
is actually due to the continued mild effect of the 
antibodies or to some other effect, possibly some- 
thing inherent in the virus itself. 

As far as predisposing factors are concerned, it 
is a little difficult to explain why these herpetic 
infections develop. As Dr. Sullivan brought out, 
for example, in the menstrual period, about the 
main thing that happens in the skin, premenstrually, 
is increased hydration. It is hard to understand 
just how this would trigger off an infection. 

The situation with regard to emotional and 
nervous stresses is even more obscure. When 
we come to the effect of infections, I think, we are 
on safer ground, because it has been observed, I 
am sure, by many of vou, that in certain of these 
herpetic infections and, particularly in zoster, the 
administration of corticotropin (ACTH) may dis- 
seminate the infection. This is particularly true if 
the corticotropin is administered during the period 
of rapid multiplication of the virus. I imagine 
that this is the situation which obtains in fever 
and in some systemic infections. 


This brings me to the last question. Why does 
the infection subside with continued viability of 
the virus? There must be some other explanation 
rather than that of circulating antibodies. I am 
sure we shall all look forward to further reports 
from Dr. Wheeler. Perhaps he can solve this 
interesting and difficult problem for us. 


Dr. Cart T. Netson, New York: I should also 
like to congratulate Dr. Wheeler for an extra- 
ordinarily good piece of work. 

I should like to ask him if the addition of 
heterologous antibody, such as vaccinial antibody, 
will prevent subsequent herpes infection of HeLa- 
cells in culture. Also, will previous infection of 
HeLa-cell cultures with heterologous virus, such 
as vaccinia, prevent subsequent infection of these 
cells with simplex virus? 

Dr. Clayton E. WHEELER, Charlottesville, Va.: 
There are many features of recurrent herpes 
simplex which are not understood, and we are 
using the infected tissue culture as a model to see 
whether we can understand some of them. Other 
factors than neutralizing antibody certainly operate 
in controlling the herpetic infection. If the only 
factors present were cells, virus, and neutralizing 
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antibody, it seems to me that the infection would 
continue to spread, new areas would be involved, 
and old ones reinvolved, until the patient would 
become one mass of herpes. 

There are other factors which we have been 
considering. There is a substance (or substances) 
in fresh human and animal serum which destroys 
a small amount of herpes virus. This substance 
is probably not a specific antibody, since it is 
present in the sera of animals which have not been 
infected with the herpes simplex virus and it is 
heat labile. It seems likely that it plays some role 
in restricting the spread of the virus. It is in- 
triguing to speculate whether this substance is 
able to enter cells. Apparently, neutralizing anti- 
body cannot get inside cells in sufficient quantity 
to eliminate the virus, and perhaps this other 
viricidal substance may be able to do so. 

Dr. Sullivan has mentioned that some cells may 
be susceptible to the herpes simplex virus while 
others may not be. This may be an important 
factor in limiting the spread of the virus. 

Other immune mechanisms than the neutralizing 
effect of antibody in the serum upon herpes virus 
need to be considered. Patients who have recur- 
rent herpes simplex infections show a tuberculin- 
type skin-test reaction to herpetic antigen. Could 
it be that some antigen-antibody reaction of this 
type destroys cells and liberates virus so that cir- 
culating antibody can eliminate the virus? 

What is the herpes simplex virus doing in the 
tissue between recurrences? What form does this 
virus take at that time? Is it infectious virus 
but present in such small amount (and possibly 
mixed with neutralizing antibody) that it cannot 
be demonstrated by available means, or is it really 
immature, noninfectious virus in these cells, i. e., 
a true latent infection? 

We have been interested in factors which might 
precipitate recurrent herpes simplex infections, 
and in a paper which will come out soon in the 
Journal of Immunology, we have described some 
rather interesting results. HeLa cultures were 
inoculated with herpes simplex virus, and one or 
two hours was allowed to elapse. During this 
time the virus entered the cells and began its 
growth cycle. At this time it is an immature, 
noninfectious virus. Cultures prepared in this 
manner can be incubated at 25 C for as long as 
a week with little or no evidence of infection or 
of virus production. If cultures which have been 
kept at 25 C are now incubated at 35 C, there 
promptly develops evidence of infection with the 
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virus and of new virus production. In the tissue- 
culture model it appears that a latent infection 
may be produced by lowering the temperature of 
incubation and that active infection can be pre- 
cipitated at will by raising the temperature of 
incubation. I am sure this is not altogether com- 
parable to the course of events in recurrent herpes 
in man, but it does bring up possibilities for further 
study. 


I would doubt if lowering or raising the level 
of neutralizing antibody in the serum is going to 
turn out to be an all-important factor in the 
precipitation of recurrent herpes or in the sub- 
sidence of the recurrence. I think that neutralizing 
antibody exerts a localizing and stabilizing influ- 
ence and its presence may be necessary to preserve 
the host so that recurrences can occur, but I doubt 
if fluctuation in level of neutralizing antibody is 
a major reason for recurrent herpes. 


I do not know why patients with atopic eczema 
tend to develop widespread infections with the herpes 
simplex virus (Kaposi’s varicelliform eruption or 
eczema herpeticum). Some of the patients develop 
eczema herpeticum as a part of the primary infec- 
tion with the virus. These patients have no neutra- 
lizing antibodies in their sera at the onset of the 
infection, and antibodies develop in a week or two. 
These patients are frequently very ill, and many of 
them die. Other patients with atopic eczema de- 
velop eczema herpeticum as a recurrent infection. 
They have had herpes simplex infections before, 
and their sera contain neutralizing antibodies. Most 
of these patients, in spite of widespread cutaneous 
infection, are not seriously ill, and most of them 
recover. It appears that the presence of anti- 
body reduces the seriousness of the disease as far 
as morbidity and mortality are concerned, but it 
does not prevent widespread cutaneous infection. 
I suspect that something about the inflamed skin 
of the atopic makes this skin unusually susceptible 
to the virus, but this is pure speculation. 

We have seen at least one patient with atopic 
eczema who had eczema herpeticum as a recurrent 
infection in whom cortisone may have had some- 
thing to do with the appearance of the widespread 
cutaneous eruption. Steroid administration may 
in some way result in more widespread herpetic 
infection of the skin, just as it seems to result 
in more serious herpetic infection of the eye. 


We have as yet done no work with heterologous 
antibody and heterologous virus, although this is on 
our agenda. 
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Fluorescent Material in Seales, Nails, and Hair 


FRED LEVIT, M.D., Chicago 


The ease with which hot water will ex- 
tract fluorescent material from fluorescent 
hairs infected with Microsporum species ' 
has led to efforts at chemical identification 
of the substance. Felsher? found it to be- 
have as a fluorescent indicator substance. 
Robinson, Figge, and Bereston * found it to 
be readily water-soluble and not soluble in 
most fat solvents. Their spectrographic 
analysis led them to believe the fluorescent 
material to be a small peptide-like molecule. 
Wolf,* on the basis of spectrophotometric 
examinations, believes it to be a pteridine, 
although this has been questioned." 

Chattaway and Barlow® were able to 
extract a fluorescent material from the hair 
of uninfected children, which gave a 
chromatogram different from that obtained 
from infected hair. Rebell, Mahvi, and 
Lamb‘ were able to extract fluorescent ma- 
terials from albino rat hair, which is 
normally fluorescent, but not from non- 
fluorescent hair of the 30-day-old albino 
rat. They also reported that paper chromat- 
ograms of boiled guinea pig, cat, and rabbit 
hair showed a weakly fluorescent spot. 

Fluorescence under the Wood's light of 
tinea versicolor was investigated by Lewis 
and Hopper.” They unsuccessfully at- 
tempted to extract the fluorescent material 
by shaking the scales with alcohol, ether, 
acetone, and isotonic saline solution. This 
was apparently done at room temperature. 

The fluorescence of nails and scales is 
well known,® although no attempt seems to 
have been made to extract these materials. 


Experimental 
Tinea Versicolor Scales—Method: Scales were 
scraped from lesions of tinea versicolor, with use 
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of the Wood's light to select areas of maximum 
fluorescence. Only small amounts could be obtained. 
They varied in color under the Wood’s light from 
yellowish-green to yellow. | 

A few scales were placed in a 0.5 cm. diameter 
test tube and washed with several changes of ether. 
About 0.1 cc. of distilled water was added and the 
tube then placed in a boiling water bath for about 
30 minutes. When volatile solvents were used, the 
tubes were fused shut before they were placed in 
the water bath. 

Results: A definite though faint bluish-green 
fluorescence appeared in water or 0.1 N hydrochloric 
acid. This did not appear when xylene, acetone. 
or 1.0 N sodium hydroxide was used as the solvent. 
There was some questionable fluorescence in the 
solvent when brightly fluorescent scales were ex- 
tracted with ether or absolute alcohol. 

The fluorescent material was not removed from 
the water by shaking with ether. The fluorescence 
of the scale was very rapidly destroyed by both 
20% potassium hydroxide and concentrated hydro- 
chloric acid. The quantity of scale was too small 
to permit evaporation of the extracts to dryness. 


Other Materials—Method: The remaining ma- 
terials used were all extracted in the same way. 
They were washed in several changes of tap water 
at room temperature, followed by several washes 
with acetone and ether. The ether was allowed to 
evaporate, after pouring off the last wash, and then 
distilled water was added. The flasks were then 
placed in a boiling water bath for periods of from 
30 minutes to several hours. The final solution was 
filtered and the filtrate evaporated to dryness. 


Results: 1. Psoriasis scales. The filtrate, which 
was slightly yellowish by natural light, showed a 
marked bluish-green fluorescence which increased 
in intensity as it became more concentrated. This 
fluorescence was not extracted from the water by 
shaking with ether. 


When it was evaporated to dryness a brownish- 
yellow powder remained which fluoresced a brilliant 
yellowish-green. This material was not soluble in 
ether, acetone, carbon tetrachloride, chloroform, 
xylene, or carbon disulfide. It was readily soluble 
in water yielding a fluorescent solution. No signi- 
ficant change was noted in the color of the fluores- 
cence when the pH of the solution was adjusted 
through a range of pH 2.7 to 8.0. 


2. Exfoliative dermatitis scales (not psoriatic). 
The scales used were in large sheets, obtained from 


ELUORESCENT MATERIAL 


a single patient with exfoliative dermatitis of un- 
known etiology. 

- The filtrate had a slightly yellow tinge by natural 
light and had a distinct bluish-green fluorescence 
under the Wood’s light. On evaporating to dryness 
a yellow crystalline powder remained which was 
brightly fluorescent, appearing bluish-green. It 
readily dissolved in water, yielding a fluorescent 
solution, from which the fluorescence was not ex- 
tracted by shaking with ether. 

The powder did not dissolve in ether, acetone, 
carbon tetrachloride, chloroform, xylene, or carbon 
disulfide. 

3. Normal human hair. Normal nonfluorescent 
human hair was obtained from several sources, 
including pre- and postpubertal youngsters and 
adults. One batch consisted of normal dark brown 
adult hair which had not been shampooed or washed 
for three weeks. No fluorescent hairs were found 
before extraction, and all extraneous fluorescent 
materials (e. g., cotton lint) were picked out under 
the Wood’s light before extraction. Results were 
the same with all the batches of hair. 

A clear colorless filtrate was obtained which 
fluoresced a greenish-blue. On concentration the 
solution took on a brown tinge by natural light. 
When evaporated to dryness a brownish-yvellow 
somewhat crystalline material was obtained which 
fluoresced a yellowish-orange. This material read- 
ily redissolved in water, yielding a fluorescent solu- 
tion from which the fluorescence was not extracted 
by shaking with ether. The material was not solu- 
ble in ether, acetone, carbon tetrachloride, chloro- 
form, xylene, or carbon disulfide. 

When the hair extract was concentrated till the 
solution had a brown tinge by room light its pH 
was 4.0. Adjustment of the pH from 4.0 through 
11.7 did not alter the fluorescence of the solution. 


4. Human fingernail. Fingernail scrapings re- 
quired prolonged boiling in water to obtain even 
slight fluorescence in the filtrate. The color was 
bluish-white. Evaporation to dryness left a white 
powdery material which was readily soluble in 
water but not in ether, acetone, carbon tetra- 
chloride, or xylene. 

5. Animal hairs. Black guinea pig hair (non- 
fluorescent) yielded a fluorescent filtrate which 
dried to a brown powder. This fluoresced vellow 
and was not soluble in ether, acetone, carbon 
tetrachloride, or xylene but was readily soluble in 
water. 


Black dog hair (nonfluorescent) gave the same 
results as guinea pig hair except that the powder 
fluoresced a yellowish-orange. 


Hairs from rhesus monkeys are grey at the 
proximal portions and shade into brown in their 
distal half or third. The gray portion has a faint 
bluish-white fluorescence, while the brown portion 
has a slight orange fluorescence. The filtrate ob- 
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tained had a bluish-green fluorescence and dried 
to a light brown powder which fluoresced greenish- 
white. It was water soluble but not soluble in 
ether, carbon tetrachloride, or xylene. There 
seemed to be a slight amount of fluorescence in 
the supernate when the powder was mixed with 
acetone. 

White rabbit hair fluoresces a brilliant bluish- 
white. The filtrate had a similar color under the 
Wood's light and dried to a slightly yellow powder 
which fluoresced a similar bluish-white and was 
readily soluble in water but not ether, acetone, 
carbon tetrachloride, or xylene. 

6. Chicken quills. Feathers from a brown chick- 
en were stripped from their quills, leaving a white 
quill with a few areas of very light brown. The 
white portions of the quills fluoresced a brilliant 
bluish-white, while the brown parts fluoresced a 
faint orange. Extraction with hot water yielded a 
filtrate which fluoresced light blue. This dried to 
alight brown powder which fluoresced greenish-blue 
and was readily soluble in water but not in ether, 
acetone, carbon tetrachloride, or xylene. 


Comment 


There appears to be a fluorescent sub- 
stance or a group of fluorescent substances 
normally present in keratinous materials 
even when those materials do not them- 
selves fluoresce. These substances are re- 
lated to each other in so far as they are 
water-soluble but not soluble in fat solvents. 
They are similarly related to the fluorescent 
substance extracted from Microsporum- 
infected hairs. The precise chemical 
make-up of these substances remains to be 
determined. 

In the case of scales from tinea versicolor 
it is not possible to state whether the 
fluorescence is due only to substances nor- 
mally present in scale or to a substance 
produced through the effect of the infecting 
organism or to both. 


Summary 


Water-soluble fluorescent substances may 
be extracted from fluorescent scales of tinea 
versicolor, psoriasis, and exfoliative derma- 
titis, as well as from fingernails, hairs of 
animals and humans (whether or not they 
are normally fluorescent), and chicken 
quills. These substances are in general not 
soluble in the common fat solvents. 
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Clinical Notes, New Instruments and ‘Techniques 


Piedra 


Report of a Fifth Case Originating 


J. M. HITCH, M.D., Raleigh, N. C. 


A survey of the literature brings to light only 
four previous cases diagnosed as piedra originating 
in the U. S. A. This would seem to justify re- 
porting the following case. 


Report of a Case 


The child of an “average” urban (Raleigh) 
family, a white girl of 4 years without siblings, was 
first seen in July, 1957. Her mother reported that 
one week previously she had noted “dark objects” 
attached to several hairs of the “bangs.” There 
were no symptoms and no treatment had been 
employed. Children in the neighborhood had not 
had a similar affliction, nor had the patient been 
on a trip. 

According to the referring pediatrician, the child 
had always been in good health except for profound 
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anemia at birth, apparently permanently corrected 
by one blood transfusion. Normal development 
had followed and the usual laboratory examinations 
were normal. 

Cutaneous Findings.—Cutaneous examination was 
normal except for the scalp hair, which at its mar- 
gins, particularly in the “bangs” (Fig. 1), showed 
isolated dark brown-black accretions on the shafts, 
usually on the distal one-third. There were perhaps 
75 such accretions. Most hairs showed only one 
agglomeration. A few exhibited two. These ac- 
cretions were usually about 1 mm. in length, ir- 
regularly fusiform, very hard, and completely 
surrounded the hair. On stroking the involved 
hairs, a “granular” sensation was encountered. The 
nodules were not fluorescent under Wood’s light. 
The scalp and hair generally appeared normal. 

Course.—The course of the disease was complete 
recovery in a few weeks, because the mother cut 
off affected hairs as they were discovered. 





Fig. 1—Typical fusi- 
form dark accretions on 
several hairs of the 
“bangs.” 
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Fig. 2.—Photomicrograph of a typical piedra 
nodule. Enlarged X 3.5 from a mag. 100. 


Microscopic Examination.—Microscopic examina- 
tion of affected hairs showed a dark brown-black 
lobulated fusiform accretion with a relatively 
smooth surface encircling an otherwise normal 
hair shaft. The intimate structure of these bodies 
was not clear other than that striations distributed 
radially about the hair could be detected. It could 
not be definitely established that these were hyphae. 
No spores were seen (Fig. 2). 

Several attempts to produce a 
Sabouraud’s medium and blood agar (aerobic and 
anaerobic) were unsuccessful. Anaerobic culture 
on brain-heart infusion agar was negative, but on 
the medium treated aerobically a hair which had 
been washed in 70% alcohol yielded a growth 
beginning at the site of the nodule and spreading 
along the hair shaft. This colony was opaque, 
moist, and faintly cream-colored. It could be 
subcultured on the same medium. Stained slides 
revealed a pure culture of thin elongated bacillary 
forms, growing singly but occasionally 
found in short chains. The organism was usually 
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Gram-positive but presented irregular light-staining 
areas having no constant distribution. With 
methylene blue, irregularity of staining was also 
a feature. The organism was not identified (Dr. 
T. B. Wilson). 


Comment 


In 1957, Daly ` reported a case of “white piedra” 
originating in Vermont. He cited only three 
previous indigenous cases of piedra, one that of a 
16-year-old youth from New York (Scott?) and 
two (in a mother and a 12-year-old daughter) also 
from New York, recorded by Burdick.* Those of 
Burdick were clinically “black piedra,” while that 
of Scott was “white piedra.” Since these reports, 
none has come to my attention. 

The literature on this subject generally attributes 
“black piedra” to infection with Piedraia hortai and 
its distribution confined to tropical and subtropical 
regions, largely South America. 

In “white piedra” it is usually stated that the 
distribution is not so stringently confined and that 
the responsible organism is Trichosporon bigelii. 

In the few cases originating in this country, there 
has been a certain obscurity regarding the etiologic 
agent. In the two cases of “black piedra” reported 
by Burdick, cultures “consistent with piedra” were 
obtained on Sabouraud’s medium, though it is not 
definitely stated that these were identified as P. 
hortai. 

The only other indigenous case of “black piedra” 
which has come to my attention is that reported 
here. Multiple cultural studies in this case were 
negative except for the unidentified bacillus, which 
probably was not etiologically important and 
surely bore no resemblance to P. hortai. 

In the two cases of “white piedra” reported by 
Scott and by Daly, repeated attempts to culture an 
organism were unrewarding. 

Notwithstanding the inconsequential nature of the 
disease, its precise etiology in this country should 
be more clearly defined, and it is hoped that 
physicians who encounter the condition will make 
more extensive cultural studies and perhaps seek 
help from our experienced South American col- 
leagues. 
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Vibrapuncture Treatment for Creeping Eruption 


JOHN van de ERVE, M.D., Charleston, S. C. 


For many years various methods of destructive 
nature have been used in an effort to kill the larvae 
in the skin in the treatment of creeping eruption. 
These measures range from injections of phenol 
(necrotizing) to the commoner use of either ethyl 
chloride or solid carbon dioxide (Dry Ice) to cause 
blistering of the skin at the spot where the larvae 
is supposed to be. I have always preferred the use 
of solid carbon dioxide pencils. 

All of the internal remedies suggested (including 
my own mistaken ideas on diethylcarbamazine 
citrate [Hetrazan])* have failed rather consistently 
in my practice. Therefore, a relatively painless and 
nonscarring method of treatment is a most wel- 
come addition to the, at present, ineffectual methods 
of therapy. 

Such an advance would seem to be the vibra- 
puncture method.* The ends of the trails are lo- 
cated and the estimated site of the larva outlined. 
Marking method should be a circle large enough 
to be beyond the needled area, or actual tattooing 
with the indicator may result. The trails selected 
for treatment should be in clear skin outside of 
infected purulent areas. The skin should be washed 
well with antiseptic solution. The area should then 
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be covered with hydrocortisone acetate solution 
and, with the multiple vibrating needles set for 
2-3 mm. depth, the area is thoroughly criss- 
crossed several times. The area to be needled may 
be lightly frozen with Freon or Fluoroethyl just 
before vibrapuncture to minimize discomfort. If 
this is done, hydrocortisone solution is not used. 

This method has several advantages. First, while 
some of the skin cells are undoubtedly destroyed, 
the multicellular parasite larva is killed, and there 
is no scarring of the skin itself. Second, the anti- 
flammatory action of the hydrocortisone tends to 
reduce itching and discomfort. Treatments can be 
repeated on those larvae escaping the first time, 
although the effective cure rate is much higher than 
with freezing, etc. 
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Control of Small Vessel Bleeding After Dermabrasive 


Surgery 


MURRY M. ROBINSON, M.D., Washington, D. C. 


Numerous refinements of techniques have been 
developed in abrasive surgery since it was first in- 
troduced, in 1952, by Kurtin. Most of these re- 
finements, however, have benefited the operator 
rather than the patient. Ethyl chloride as the re- 
frigerant has given way to Freon 114 (dichloro- 
tetrafluoroethane) or to combinations of Freon 114 
and ethyl chloride. New abrasives have been de- 
veloped or adapted to this procedure, but in ex- 
perienced hands all of these abrasives can be used 
interchangeably. Further improvement in tech- 
niques will be developed. 

The most pressing advances should be directed 
toward patient comfort. The operation is not truly 
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painful, but there are uncomfortable features, such 
as apprehension which sometimes borders on fear. 
Much of the apprehension has been allayed by the 
elimination of the blower when ethyl chloride was 
replaced by Freon and by the use of preoperative 
sedation and analgesics. The most uncomfortable 
feature, however, is the crust which develops after 
the operation. This crust, which is thick and stiff, 
makes eating, laughing, and other facial move- 
ments difficult and uncomfortable. Any method that 
could possibly make this crust thinner and more 
pliable would greatly ease the postoperative dis- 
comfort. Since the thickness of the crust depends 
on the amount of small vessel bleeding, a decrease 
in this bleeding should ease the discomfort follow- 
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ing the operation. With this in mind, an -attempt 
was made to find a drug or combination of drugs 
that would decrease this small vessel bleeding. 


The following is a report on a controlled study 
of 10 patients involving 20 abrasive operations 
treated pre- and postoperatively with a combina- 
tion of adrenochrome semicarbazone, present as 
65.0 mg. of carbazochrome salicylate, 5.0 mg. of 
menadiol sodium diphosphate (vitamin K ana- 
logue), 50.0 mg. of purified hesperidin, and 100 mg. 
of ascorbic acid. 


Pharmacology of Constituents 


1. Carbazochrome Salicylate—Adrenochrome is 
an oxidation product of epinephrine. It was iso- 
lated in 1937* and has the same hemostatic action 
of epinephrine but does not alter blood pressure, 
cardiac rate, or volume.” * 

Adrenochrome itself is unstable in solution, but 
a derivative, the monosemicarbazone of adreno- 
chrome, when combined with a sodium salicylate 
complex, produced a compound which is both stable 
and soluble and is equally as hemostatic as adreno- 
chrome semicarbazone. Its mode of action seems 
to be by increasing the resistance of the capillaries 
and promoting the retraction of severed capillary 
ends.° One would, therefore, expect it to be used 
wherever bleeding occurs from a broad vascular 
base, and it would seem that it is particularly 
suitable for the control of bleeding after derma- 
brasive surgery.® 

2. Hesperidin—This product has been of value 
alone and in combination with ascorbic acid (vi- 
tamin C) in most diseases associated with capillary 
fragility and hemorrhagic diathesis. Its supposed 
method of action is to increase capillary resistance 
and overcome capillary permeability and fragility 
by maintaining the integrity of the cement of the 
capillary walls. 

3. Menadiol Sodium Diphosphate—Menadiol 
sodium diphosphate is stable and rapidly absorbed 
and has a greater antihemorrhagic activity than 
fat-soluble menadione.’ It restores the prothrombin 
level to normal when it is depressed by any means 
and has, therefore, become routine by many before 
and after surgery.’ 

It is expected that the combination of these 
drugs should decrease the bleeding following 
abrasive surgery. The results of the following ex- 
periment justify this expectation. 


Procedure 


Ten patients with postacne scarring were oper- 
ated on initially by the Kurtin method without the 
use of the above drug combination. These same 
patients were then abraded after an interval of six 
to eight weeks under the influence of this hemo- 
static combination of drugs. One capsule was ad- 
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ministered three times daily before the operation 
and for three days postoperatively. Photographs, 
were taken of each patient 10-15 minutes following 
the operation and 2 days postoperatively. This 10- 
15 minute interval was necessary in order that the 
hemostasis due to the freezing would not be a 
complicating factor in judging the results. If 
photographs are taken up to six minutes after 
abrasion, the hemostasis due to the freezing would 
make it seem that the drug used gives better re- 
sults than is actually the case. In this way all of 
these patients acted as their own controls. 


Results 


Without exception, all of these patients reacted 
in the same way without the use of the drugs. 
Bleeding was copious, and the resultant crust was 
thick and stiff. Cracks developed in the crust and 
frequently left lines in the skin underneath these 
cracks, The time required for the crust to sepa- 
rate completely was 10-14 days. When the hemo- 
static drug combination was administered pre- and 
postoperatively, the small vessel bleeding was de- 
creased by about 50% and the resultant crust was 
considerably thinner and more pliable. The time 
necessary for the crust to separate completely was 
reduced to 8-11 days. The patient was more com- 
fortable and could eat with greater facility. In 
addition, the deep cracks which frequently occur 
in the thicker crust and which result in lines in 
the new skin developing beneath it did not occur 
as easily and as frequently in this thinner crust, 
therefore, decreasing the incidence of these result- 
ing lines, 


Summary and Conclusion 


The use of adrenochrome semicarbazone, carba- 
zochrome salicylate, menadiol sodium diphosphate, 
purified hesperidin, and ascorbic acid pre- and post- 
operatively resulted in decreased bleeding and as a 
result of this decreased bleeding in a thinner and 
more pliable crust. The combination of these two 
results decreased the postoperative discomfort to 
the patient. No cases of sensitivity to the drug or 
any side-effects have been observed. 


The drugs tested were supplied under the name 
of Adrestat by Mr. Kenneth Ericson, of Organon 
Laboratories. 


Farragut Medical Building (6). 
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Prednisolone in Aerosol Form 


FREDERICK REISS, M.D., and ANDREW KALLOS, M.D., New York 


A prednisolone (Meti-Derm) aerosol, containing 
50 mg. of prednisolone, isopropyl myristate, and 
Freon as a propellant * was used in 109 patients 

The following patients were treated: 62 with 
contact dermatitis, 17 with atopic dermatitis, 16 
with seborrhoic dermatitis, 6 with pruritus ani, 
2 with circumscribed neurodermatitis, 2 with 
dyshidrotic eczema, 1 with eczema scroti, 1 with 
pruritic psoriasis, 1 with essential pruritus, and 
1 with otitis externa eczematosa. 

Patients applied the spray at least twice daily 
and oftener, as needed, when itching was severe. 
Spraying the affected area for three seconds de- 
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* A supply was made available for this study by 
G. Kenneth Hawkins, M.D., Division of Clinical 
Research, Schering Corporation, Bloomfield, N. J. 
with selected dermatoses. 


livers approximately 0.5 mg. of prednisolone. 

Results were good (both subjective and objective 
improvement) in 63 patients and fair (relief from 
itching only) in 26 patients, or 82% over-all im- 
provement. Nineteen patients showed no response. 
In one case of essential pruritus, itching increased, 
but sensitivity did not occur in a single instance. 
Of 61 patients who were treated with both Meti- 
Derm cream and aerosol, 95% considered Meti- 
Derm aerosol to be equal or in some cases even 
superior. Placebo spray was employed in five pa- 
tients with no effect. Meti-Derm aerosol is espe- 
cially suitable for large and hairy areas and is 
particularly convenient for patients who must han- 
dle paper or other stainable material during the 
working day. The distinct cooling produced by 
Freon also enhances the antipruritic effect of 
prednisolone. 


870 Fifth Ave. (21). 


Prednisolone (Meti-Derm) as an Aerosol for 


Dermatoses 


HARRY M. ROBINSON SR., M.D., Baltimore 


hydrocortisone * 


2-4 


Topical applications of and, 
more recently, prednisone or prednisolone are 
widely used in the treatment of many types of 
dermatologic disease. A new vehicle for prednis- 
olone (Meti-Derm) aerosol with 50 mg. of the 
steroid, isopropyl myristate, and Freon as a propel- 
lant, in a 150 gm. spray applicator, was made 
available to us for clinical study. A three-second 
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Clinical research supplies for this study were 
received from G. Kenneth Hawkins, M.D., of the 
Division of Clinical Research, Schering Corpora- 


tion, Bloomfield, N. J. 


spray delivers approximately 0.5 mg. of prednis- 
olone. 


Method 


This series consisted of 79 patients with derma- 
tologic disease, most commonly eczema of various 
types, including eczematous dermatitis. Patients 
were instructed to apply the aerosol to lesions in 
very short bursts of spray from a distance of 1 to 
2 in. Examinations were made weekly and progress 
noted. No other therapy was used. 

Results were graded as “excellent” if lesions in- 
voluted promptly and completely, “good” if re- 
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sponse was somewhat slower or not complete, 
“fair” if some objective response occurred, and 
“poor” if the condition was not affected. There 
was also a separate category for patients who re- 
ported relief of itching but in whom the lesions 
were unimproved. In no case did prednisolone 
aerosol worsen the disease or cause side-effects. 


Results 


The results are summarized in the Table. Good 
or excellent results occurred in a total of 65 pa- 
tients (82.3%). 

In one patient with stasis eczema, the ulcer was 
not affected, but the surrounding dermatitis cleared ; 
in this case we considered the response as “fair.” 


In 39 of these 79 patients only one week of 
therapy was necessary, after which time the lesions 
were cleared. In the other patients two to four 
weeks were required; in these instances the acute 
phase’ usually cleared rapidly, but further therapy 
was attempted for the more resistant areas. 


We had some patients for whom the aerosol was 
prescribed chiefly to relieve pruritus, since we 
could not expect that it would affect the primary 
condition. Nine patients reported marked relief of 
itching associated with the following conditions: 
epidermophytosis, dermatitis herpetiformis, ery- 
thema multiforme, granuloma pyogenicum, hidra- 
denitis suppurativa, and xanthoma. 

A bilateral paired comparison, on similarly in- 
volved areas in 12 patients, was made of prednis- 
olone aerosol and a placebo spray. The placebo 
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gave some transient relief of pruritus; however, 
the prednisolone aerosol was clearly superior. r 

The aerosol appears to have several important 
advantages over. other topical therapies and is es- 
pecially satisfactory for inflammatory lesions. In- 
volution of these lesions occurred more rapidly than 
is usual with creams or ointments. 

There also seems to be more marked relief of 
pruritus with the aerosol than with creams or oint- 
ments. The cooling effect itself may be a healing 
factor, enhancing both the antipruritic and anti- 
inflammatory activity of prednisolone, as shown by 
a report? of good results with cryotherapy in 
dermatitis venenata and other vesicular derma- 
toses. The mechanism of action may be a com- 
bination of ischemia in the affected area and 
rupture of the vesicular wall with subsequent dis- 
charge of the contents.® 


Patients appreciated the fact that prednisolone 
aerosol is nongreasy and nonstaining, and lesions 
need not be touched. If used properly the aerosol 
lasts longer than comparable amounts of cream 
and is more uniformly applied. This new vehicle 
is especially efficient when large surfaces or hairy 
areas must be treated. No side-effects were ob- 
served, 
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Results of Therapy with Prednisolone Aerosol 
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Diagnosis No. 
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Obituaries 





EMERSON JAMES TROW, M.D. 
1886-1958 


Born in Stratford, Ont., Canada, Emerson Trow graduated in medicine from 
the University of Toronto in 1908. After a few years in general practice he 
commenced graduate work in his chosen specialty at the New York Skin and 
Cancer and Bellevue Hospitals and in the office of the late L. Duncan Bulkley, 
where he numbered among his friends Drs. Paul Bechet and the late Fred Wise. 


He returned to Toronto to establish a practice in dermatology in 1913, but 
World War I interrupted this for a few years. In 1918, he was appointed to 
the teaching staff of the University of Toronto and taught undergraduates and 
graduates until his retirement, in 1949. He succeeded the late Dr. King Smith 
as head of the department of Dermatology in 1929, 





EMERSON JAMES TROW, M.D. 
1886-1958 


Dr. Trow took a keen interest in the Academy of Medicine, Toronto, where 
he served in many capacities including that of chairman of the Section of Der- 
matology, 1955-1956. He was elected to the American Dermatological Association 
in 1931 and was vice-president in 1947-1948 and Fellow of the Royal College 
of Physicians and Surgeons of Canada in 1930. He was a founder member of 
the Canadian Branch of the British Association of Dermatology, which, in 1947, 
became the Canadian Dermatological Association, and always took a keen interest 
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in this young society. In 1955, he was made honorary member of the Der- 
matological Section of the Royal Society of Medicine, London, England. He 
was a founder member of the American Academy of Dermatology and Syphilol- 
ogy, in which he took a great interest, and he attended most of the meetings. 
He served a three-year term as director, 1951-1954. 

Dr. Trow wrote extensively on dermatology and syphilis in his younger years, 
but his imprint in his chosen field will be his lasting influence on medical students 
and particularly on dermatologists who worked with him. He was a great human- 
itarian, keenly interested in his patients and especially in dermatology and young 
dermatologists. His kindliness was renowned, and he had a joie de vivre which 
was not quenched, even in his long fatal illness. 

He attended the International Congress of Dermatology in Stockholm in 
1957 and was interested and enthusiastic about the Congress and especially the 
clinical presentations. He was a keen photographer and brought back with him 
many color pictures of his journey through Europe. 

His family life was a happy one. He leaves a widow, a son, Dr. E. James 
Trow Jr., also a dermatologist, three daughters, and ten grandchildren, all resid- 


ing in Toronto. 
= Canadian Dermatology has lost a true friend and staunch supporter, and 


American Dermatology is richer and better for having known Emerson Trow. 
Norman M. Wronc, M.D. 


107 


Society ‘Transactions 


BRONX DERMATOLOGICAL SOCIETY 


Morris Leider, M.D., President 
Henry Silver, M.D., Secretary 
March 20, 1958 


Ichthyosis (Result of Treatment with a 10% 
Sodium Chloride Ointment). Presented by 
Dr. Irwmm I. Lupowe and Dr. Epwarp H. 
MANDEL. 

A 5-year-old boy has had a generalized skin 
eruption since birth. A maternal uncle had a 
similar condition. No other members of the family 
are affected. 

The eruption consists of dry scaling in the 
characteristic fashion of ichthyosis. 


The patient applied 10% sodium chloride in 
hydrophilic ointment to the right upper and lower 
extremities daily for about three months. The 
other limbs were left untreated. There is marked 
improvement on the treated side. 


Discussion 


Dr. Hyman Gorpon (by invitation): In the 
Acta medica scandinavica (108:98, 1941) Ljung- 
strom reported “A Simple and Effective Treat- 
ment of Ichthyosis.” Observing that a 22-year-old 
man with ichthyosis hystrix was free of lesions in 
the axillae, where he sweated profusely, Ljung- 
strom reasoned that sodium chloride could be the 
preventive or improving agent of ichthyosis. He 
recommended to his patient baths of 3% salt water 
followed by inunction of 10% sodium chloride in 
lanolin. Within a month his patient was free of 
lesions. 

I have employed the same treatment to one case 
of ichthyosis vulgaris and another of ichthyosis 
hystrix. Both responded dramatically; in the latter, 
a “porcupine man” was rehumanized. These cases 
have been reported in the Archives of Dermatology 
and Syphilology (52:178, 1945). 

Dr. Arthur Hyman and Dr. Alexander Fisher 
tell me that they have had equally good results. 

I am reminded that this effective treatment con- 
firms points made by Dr. Helen Curth and Dr. 
David Bloom in their presentations on genoderma- 
toses at the March meeting of this Society to the 
effect that diseases of genetic pathomechanism are 
not hopeless and sometimes are very easily helped. 

Dr. ABRAHAM J. OrFuss: May I report the 
follow-up of a case of ichthyosis I recently pre- 
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sented before this Society after treatment with 
sodium chloride ointment. I used the sodium 
chloride ointment on one arm and the vehicle of 
the ointment on the other. Both sides seemed 
to respond well, and I have since ordered the 
vehicle to be applied alone. The improvement is 
maintained. I am aware that this contradicts recent 
experience which seems to prove that sodium 
chloride ointments are superior to simple greases. 
I think it can be said that mild cases of ichthyosis 
do well enough with simple greases but that 
severe grades do better with sodium chloride oint- 
ments. 


Tuberculid of the Skin. Presented by Dr. ABRA- 
HAM J. OrFUSS. 


A white woman, aged 41 years, has been under 
observation since 1949. She complains of symptom- 
less, discrete, red papules occurring on various 
parts of the face in crops for the past 10 years. 
Her health in general has been good. There is no 
history of tuberculosis or other constitutional dis- 
ease. 

The patient presents scattered, discrete and 
clustered, erythematous papules on the forehead. 
paranasal areas, and chin. No apple jelly papules 
are found on diascopy. 

A biopsy specimen obtained in 1949 was in- 
terpreted by Dr. W. Sachs as follows: “This may 
be a lupus miliaris disseminatus faciei but I can- 
not rule out the tuberculid of Lewandowsky. 
Throughout the cutis are found numerous collec- 
tions of epithelioid cells in tubercle formations, 
edema, and an infiltrate of small, round, and 
wandering connective tissue cells. No necrosis is 
seen. The epidermis reveals no change.” 


The patient has had gold and bismuth injections, 
arsenic, calciferol, chloroquine, topical lotions, 
topical corticosteroids, and isoniazid, always with 
recurrence in the form of crops of erythematous 
papules. Suggestions for further therapy are re- 
quested. 


Discussion 


Dr. Hans H. Biverstern: Dr. Hyman asks me 
how many kinds of tuberculids of the face I know. 
I cannot give a definite figure. The tuberculids 
of the face have a variety of features: macular 
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lupus vulgaris-like lesions level with the skin 
surface and distributed over the mandibular regions 
“and adjacent areas of the neck, or micropapular 
lesions symmetrically arranged in the preauricular 
and temple regions, or larger papules sometimes 
densely arranged in a rosacea-like setting, or 
papulo-necrotic or nodular lesions set slightly deeper 
in the skin. In addition, features may develop 
which could be considered as connecting links 
between actual tuberculids and tuberculosis, such 
as acne telangiectodes (Kaposi) and lupus miliaris 

(or follicularis) of the face; these are accepted 

as tuberculoses by some and classified as tubercu- 

lids by others. A diagram in Lewandowsky’s “Die 

Tuberkulose der Haut” (page 79) illustrates the 

theoretical relationship. 

With regard to the case in point, I would regard 
it clinically as a possible atypical (asymmetrical) 
case of Pringle’s disease, but the histology, which 
is that of a tuberculoderm, must be accepted as 
decisive. 

Lupus Erythematosus. Presented by Dr. FRANCES 
PascHer and Dr. Smney G. CLyMAN (by 
invitation). 

A 16-year-old white girl was first seen nearly 
two years ago with a history of a persistent red 
flush of 10 days’ duration over the nose and upper 
part of the cheeks. She had no other complaint and 
felt in excellent health. 


An ill-defined erythema in a butterfly disttibu- 
tion was found over the nose and malar portion 
of the cheeks. No follicular plugging or scaling 
were seen. The erythema subsided promptly and 
cleared within three weeks of treatment with 
Aralen phosphate (250 mg. b. i. d.) and with the 
use of sun-screen lotion. All treatment was dis- 
continued in four months. The eruption recurred 
three months ago, after exposure to cold and 
wind. Spontaneous fluctuations in the degree of 
erythema have been observed. There have been 
no other symptoms. 

An L. E. test (Magath technique) was positive 
two years ago and negative subsequently on three 
consecutive occasions (two, three, and six months 
later). A marked positive L. E. test was obtained 
three months ago with the Zinkham-Conley tech- 
nique. In the beginning, two years ago, a doubtful 
flocculation reaction and anticomplementary sero- 
logical tests “typical of patients with L. E” 
(Dr. Kostant) were obtained. Determination of 
the sedimentation rates showed successive eleva- 
tions: 32 mm., 25 mm., and 60 mm. in an hour. 
Repeated urinalyses and hemograms showed no 
abnormalities. Total protein, A/G ratio, and cryo- 
globulin studies gave normal results. 


, Discussion 


Dr. FRANCES PASCHER: A striking feature of this 
case is the disparity between the clinical signs and 


the laboratory findings. The patient has no symp- 
toms other than the eruption on the face, and yet 
we find a consistent elevation in the sedimentation 
rate, “biologic false” positive serologic test for 
syphilis, and two positive L. E. tests out of five 
performed. In view of these findings this case 
must be classified as systemic lupus erythematosus. 


All other conditions known sometimes to be at- 
tended by a “false positive’ L. E. test can be 
excluded. This patient did not get penicillin or 
hydralazine, nor does she show any evidence of 
generalized scleroderma. I mention the latter 
particularly in view of a recent experience with a 
case on Dr. Arthur Hyman’s service of generalized 
scleroderma with a positive L. E. phenomenon. 
The finding of unequivocal positive L. E. tests in 
the case presented is interesting also in light of 
the repeated negative tests obtained in some cases 
of acute and subacute systemic lupus erythematosus 
in which the clinical manifestations are much more 
striking. 

The laboratory findings are not only of diag- 
nostic importance but bear directly on management. 
This patient should be protected from avoidable 
stress, e. g., undue exposure to sunlight, extreme 
cold, elective operations. She should not have 
penicillin. I might also add that injections of 
typhoid vaccine should be avoided. At a recently 
held symposium at the New York Skin and Cancer 
Unit on Lupus Erythematosus, Dr. Lewis Thomas 
told of deaths within minutes after the administra- 
tion of this vaccine in patients with systemic lupus 
erythematosus. 


Dr. ABRAHAM J. Orruss: I would like to ask 
a serologist to explain that serologic reaction the 
nature of which “fits in with the pattern seen in 
lupus erythematosus.” I did not know that there 
was a pattern of such specificity. 


Dr. Georce H. Kostrant: A serologic pattern not 
infrequently associated with lupus erythematosus 
is one in which the crude lipoidal antigens in the 
flocculation tests (e. g., Mazzini) are reactive, 
the purified cardiolipin antigens (e. g, VDRL), 
are nonreactive, and the complement-fixation pro- 
cedures are anticomplementary. In many instances 
we have been able to predict a clinical diagnosis 
of lupus erythematosus solely from this serologic 
pattern. 

Dr. Hans H. Biperstertn: The patient clinically 
shows the features of that variety of lupus ery- 
thematosus which was called erysipelas perstans 
(Kaposi) or erythema perstans faciei (Jadassohn). 
In contrast to erythema centrifugum, which may 
develop into chronic discoid lupus erythematosus, 
the condition described by Kaposi and Jadassohn 
may change into acute lupus erythematosus. This 
old clinical experience is supported in this case 
by the laboratory findings of L. E. cells, increased 
sedimentation rate, and false-positive seroreaction 
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in a patient who, except for the erythema of the 
face, still seems to be in good health as far as 
one can tell. 


Urticarial Sensitivity to ACTH. Presented by 
Dr. CONRAD STRITZLER. 


A 40-year-old woman is presented with a history 
of atopic dermatitis of the hands and forearms 
since childhood. Local therapy has been inef- 
fective. For the past three years, with good 
results, she has been on intermittent therapy with 
prednisone and ACTH in a gelatin vehicle. 

About 6 months ago, 20 minutes after an intra- 
muscular injection of 40 units of ACTH gel, the 
patient experienced generalized itching, swelling of 
the lids and lips, and difficulty in breathing. This 
persisted for an hour, and was finally cleared by 
an injection of epinephrine. 

No more ACTH was given until a month ago, 
when a test dose of 4 units of ACTH was ad- 
ministered. The patient again developed generalized 
itching and urticaria, but she had no difficulty in 
breathing. This, too, subsided following an in- 
jection of 0.25 cc. epinephrine 1:1000. 

A passive transfer test was positive; controls 
with serum from a patient not sensitive to ACTH 
were negative. Scratch tests were positive to beef 
and pork ACTH but negative to gelatin and to beef 
and pork antigen as commercially purveyed. 

Therapy with prednisone orally is well tolerated 
and has kept the dermatitis under control with 
maintenance doses of 7.5 to 10 mg. daily. 


Discussion 


Dr. FrepertcK Reiss: The negative scratch 
tests to ordinary pork and beef antigens do not 
exclude the possibility of sensitivity to ACTH per 
se; as a matter of fact, the positive reactions to 
ACTH from both pork and beef suggest that the 
ACTH itself is the specific antigen. ACTH is a 
polypeptide, and if it could be used as such to test 
with, i. e, without anything extraneous from its 
animal source, I would expect a positive reaction. 

Dr. FRANZ HERRMANN: Urticarial eruptions in 
response to ACTH administration have been care- 
fully studied. In some instances the reaction was 
avoidable by switching from ACTH obtained from 
one species of animal (e. g., cows) to ACTH of 
another species (e. g., pigs), whereas in others 
the response was produced by any ACTH prepara- 
tion. (See Brown, E. M., and Hollander, J. L.: 
Allergy to ACTH and the Use of Beef ACTH, and 
discussions by C. R. Stevenson and by S. Feinberg, 
in Proceedings of the Second Clinical ACTH 
Conference, edited by J. R. Mote, Philadelphia, 
The Blakiston Company, 1951, Vol. 2, Chap. 9, 
p. 391.) 
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Keloid Following Circumcision. Presented by 
Dr. Lours WEXLER. 


A 23-month-old white boy was first seen at seven ° 


months of age because of a mass on the prepuce. 
This lesion appeared shortly after circumcision and 
has been gradually getting larger. 

When the child was born, there was a skin 
defect of the scalp in the midline. This closed fairly 
rapidly by granulation and scar formation. He also 
has congenital bilateral cataracts, which do not 
appear to greatly interfere with his vision. 

Examination when first seen revealed a ring of 
scar completely encircling the penis. It was about 
l cm. in width and approximately 0.5 cm. in 
thickness. It had a hard consistency and the 
appearance of a keloid. In addition, there were 
several nodules on the surface, which were raised 
above the rest of the mass, but with the same 
general characteristics. This lesion continued to 
enlarge, and excision was deemed necessary. The 
operation was performed 10 months ago. At that 
time the annular mass was raised 1.5 cm. at its 
lowest points and more where the nodules were 
present. Following excision, the edges of the 
skin were approximated and sutured. An ointment 
containing prednisolone was applied to the dressings. 

The pathologist who examined the operative 
specimen reported: “Definitive differentiation be- 
tween fibroma and keloid is not possible.” 


Immediately after surgery, well-shielded irradia- 
tion was given, to a total of 375 r in three fractional 
treatments. The scar was imperceptible until last 
month, when enlargement again began. 


This case is being presented for advice as to 
further management. 


Discussion 


Dr. ABRAHAM J. OrFuss: My impression is that 
the dose of 375 r delivered postoperatively to pre- 
vent re-formation of the keloid was inadequate. 
If radiation had been decided upon, then, I think, 
a dosage of 34 of a skin unit once every three 
weeks for a total of three treatments (about 600 to 
700 r) would have been adequate. 


Dr. Norman ORrENTREICH: Resistant keloids will 
frequently respond to local injection of steroids 
combined with cryotherapy by solid carbon dioxide. 
It is extremely unwise to treat the penis with 
x-rays. Under local anesthesia the keloid could 
be frozen by strong application of carbon dioxide 
and then injected with 0.2 cc. of hydrocortisone 
or prednisolone acetate (25 mg. per cc.), sites 1 
cm. apart. This treatment could be repeated each 
month until the lesion responds. 

Dr. Frances PAscuer: I would like to suggest 
thorium X for this patient. Alpha-radiation would 
certainly be preferable to y-radiation in this situa- 
tion. 
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Leukemia Cutis; Lymphocytic Infiltration? Pre- 
sented by Dr. A. J. OrFuss. 


A 70-year-old white woman has had persistent 
and slowly progressive skin lesions on the back and 
the left arm for the past three years. Her health 
in general has been good. There are no constitu- 
tional symptoms, except for vague generalized pains 
on occasions. There has been no anorexia, weight 
loss, or weakness. 


Upon examination, one sees on the left midback 
and on the left arm discrete, well-defined nodular 
masses that are sharply circumscribed, erythematous 
and edematous, fleshy, and solid. There is no 
adenopathy. The liver and spleen are not palpable. 


Laboratory studies reveal a normal pattern in 
the peripheral blood and a reasonably normal chest 
plate. 


A biopsy section of the skin was interpreted by Dr. 
Charles Sims as follows: “The corium throughout 
presents a diffuse and patchy infiltration com- 
posed of, for the most part, fairly uniform lympho- 
cytes among which are scattered red blood cells. 
In addition, there are numerous histiocytes present. 
Edema of the connective tissue framework is noted 
in some areas. The vessels in most of the section 
are dilated and the walls are edematous. The 
epidermis is thinned in part with obliteration of 
the rete pegs. The diagnostic possibilities are two, 
namely, leukemia cutis and lymphocytic infiltra- 
tion.” 

The patient has had but one treatment of 150 
r to each lesion four weeks ago. 


Discussion 


Dr. Max Worr: The interpretation of these 
persistent plaques as manifestations of lympho- 
cytoma cutis would be justified if the microscopic 
picture would reveal germinal centers of epithelioid 
cells surrounded by lymphocytes. The diffuse in- 
filtration of the upper cutis with lymphocytes in 
this case corresponds more to the findings in 
lymphocytic infiltration, although lesions of lympho- 
cytic infiltration are usually evanescent, whereas 
those in this case have persisted. 

Dr. FRANCES PASCHER: I’m afraid I cannot feel 
as sanguine about the prognosis in this case as our 
Chairman is. I have followed cases of this type 
where the number of lesions gradually increased 
and the ultimate cause of death within a period of 
a few years was either lymphosarcoma or lymphatic 
leukemia. I agree that a diagnosis of leukemia 
cutis cannot be made in the presence of a normal 
hemogram. The lesions and the histologic picture 
are that of a lymphoma. The presence of con- 
siderable numbers of histiocytes as well as mature 
lymphocytes and the distribution and configuration 
of the infiltrate suggest a malignant lymphoma 


rather than a benign process. Radiation confined to 
the lesions as carried out by the presenter is the 
only treatment indicated at this time. Certainly, 
cytotoxic drugs should be withheld until there is 
evidence of systematization. I agree with the 
speaker who said that the patient should not and 
need not be made aware of dire possibilities at this 
time. The physician, however, should be aware that 
prognosis must be guarded. 


Xanthoma Tuberosum Multiplex with Hyper- 
lipemia (Hypercholesteremic Xanthomatosis). 
Presented by Dr. CONRAD STRITZLER. 


A housewife, age 58, is presented with grouped, 
orange-colored nodules about both elbows and 
yellow streaks on both palms of many years’ 
duration. Her mother died at age 57 of malignancy 
and her father at the age of 84, presumably of 
senility. No other members of the family are 
known to have a similar condition or diabetes, 
coronary disease, or liver disease. No blood studies 
have been done on members of her family to de- 
termine whether any have lipemia without cutaneous 
manifestations. 

The patient’s general health was good until 
August, 1957, when she had an episode of chest 
pain which was diagnosed as acute coronary 
thrombosis. She was later found, on x-ray study, 
to have a diaphragmatic hernia, but this has been 
asymptomatic. 

Laboratory studies to date have revealed a milky, 
yellowish serum, cholesterol of 430 mg., cholesterol 
esters of 120 mg., total lipids of 2840 mg., sugar 
of 118 mg., and total proteins of 7.2 gm., with 
a normal A/G ratio. Biopsy of a xanthoma re- 
vealed an infiltration of histiocytes filled with lipid, 
and Touton foreign body giant cells. 

By way of treatment, for the past week the 
patient has been taking a nicotinic acid preparation 
(1.0 gm. t. i. d.). She is also on moderate fat 
restriction. Ten milligrams of heparin was given 
intravenously, and fifty milligrams of heparin was 
injected into the patch of nodules on the right elbow 
yesterday. 


Discussion 


Dr. Franz HERRMANN: The creamy serum and 
the history do not leave any doubt that the xantho- 
matosis in this patient is caused by idiopathic 
hyperlipemia rather than by “primary familial” 
(“essential”) hypercholesteremia. Both types are 
familial and both follow the “incompletely domi- 
nant” pattern of inheritance. 

Case for Diagnosis: Dermatitis Medicamentosa? Presented 
by Dr. FREDERICK REISS. 


Syphilitic Aortic Regurgitation. Presented by Dr. CONRAD 


STRITZLER. 
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Progeria (Hutchinson-Gilford Syndrome). Pre- 
sented by Dr. ADOLPH RostENBERG and (by 
invitation) Dr. [RA ROSENTHAL. 


Medical history: This child was of normal 
birth weight. Her parents noted poor weight 
gain by the age of 4 months. Her hands were 
noted to be abnormal at birth. A diagnosis of 
progeria (Hutchinson-Gilford syndrome) was made 
at the age of 4 months. Weight gain and growth 
have been poor. The child now weighs 10 Ib. 
She is in the hospital at present for treatment of 
a corneal ulcer. Child is believed to be of low- 
normal intelligence. 

Description: The child shows marked paucity 
of subcutaneous tissue. There is almost complete 
alopecia. There are flexion contractures of the 
hands, knees, and ankles. The ears are deformed, 
and the ear lobes are missing. The splanchnicranium 
is poorly developed. Fontanels are still open. 


Laboratory data: Routine tests all normal. 
Slight amino-aciduria. 
Treatment: None. 
Discussion 
Dr. Ira M. RoseEntHAL (by invitation): 


Progeria was first described by Hutchinson in 
1886. Not much had been added since that time 
to his description. Hutchinson noted the small 
body, the underdeveloped jaws, and the alopecia 
which are part of the disease. He also noted the 
contractures. As cases of progeria were followed, 
it became evident that premature atherosclerosis 
was part of the disease. Progeria derives its 
name from “premature aging.” It is unlikely, how- 
ever, that progeria is a manifestation of premature 
senilism. We have had the opportunity to study 
three of these cases, of which this patient is the 
third. We feel, as does Dr. Talbot, that progeria 
is a disease of metabolism and not a simple manifes- 
tation of premature aging. It is evident that 
premature atherosclerosis occurs in many condi- 
tions in which true premature aging is not found. 
The striking appearance resembling senilism found 
in progeria is caused by the alopecia, the poor 
nutrition, and the lack of adequate growth of the 
jaws. Serial cephalometric roentgenograms of the 
skull have demonstrated that the abnormal facial 
appearance results from inadequate growth of 
the jaws. 

It is generally accepted that these children are 
normal up to the age of 15 or 18 months, after 
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which the symptoms of progeria become manifest. 
The diagnosis in this case was made at the age of 
3 months. This child at no time had any hair. 
contrast to other cases described in 
which hair was present originally and was sub- 
sequently lost. The contractures found in progeria 
have been considered to be the result of senile 
osteoarthritis. We believe this idea is erroneous. 
It is more likely that the contractures are periartic- 
ular in origin. It is of interest that the contractures 
in this child were present at birth. 

The basic metabolic error in progeria is entirely 
unknown. 

Dr. BLUEFARB: How long do they live? 

Dr. RosENTHAL: They live from 15 to 25 years. 
They die of the complications of coronary heart 
disease, usually of myocardial infarction. Patients 
with progeria are usually of normal intelligence. 
This patient is somewhat retarded, 


Dr. CoRNBLEET: Have you considered the pos- 
sibility of amino-aciduria in these cases? 


Dr. RoseNTHAL: Paper chromatography did 
disclose that this patient does have a mild degree of 
amino-aciduria. There are, of course, many causes 
for amino-aciduria. I do not believe that there is 
a direct relation to her poor growth. The average 
case of progeria attains a weight of 25 to 30 1b. 
This patient is one of the smallest cases of 
progeria on record. From a study of her growth 
pattern, we doubt that she will grow very much 
more. 

Dr. RorHMAN: In cases that have come to 
autopsy, did the examination include the central 
nervous system ? 

Dr. RoseENTHAL: Yes. This was done in several 
cases. In each case the brain was normal. 
Atherosclerosis has been found in every case in 
which necropsy has been performed. 


Dr. ADOLPH ROSTENBERG: I thought this case 
would be interesting to show, even though we are 
not likely to see another. Gilford coined the term 
progeria because he thought there were signs of 
premature senility. Previously it had been called 
micromegaly because it was thought to be the 
antithesis of acromegaly. 


One theory to which Dr. Rosenthal did not 
allude, probably because it is not too well estab- 
lished, is that the condition arises because of 
hypofunction of the eosinophilic cells in the 
pituitary. s 

Has progeria any relationship to patients we see? 
Werner's syndrome is sometimes called progeria 
of the adult. This is a misapplied name. Wermer’s 
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syndrome is said to be associated with scleroderma, 


. but these persons really do not have scleroderma. 


They have some atrophy of the skin which comes 
close to what you see in acrodermatitis chronica 
atrophicans. Werner’s syndrome so far as is known 
has nothing to do with progeria of the child. 


Acanthosis Nigricans, Juvenile Type, Combined 
with Necrobiosis Lipoidica Diabeticorum. 
Presented by Dr. STEPHEN ROTHMAN and (by 
invitation) Dr. YELVA LYNFIELD. 


A 28-year-old white housewife was presented to 
this Society in February, 1953, because of her 
acanthosis nigricans and signs of hypercorticoidism, 
such as excessive obesity, hypertrichosis, violaceous 
striae, flushing of face, and alimentary glycosuria. 

At age 10, following a head injury, she began 
to gain weight, gradually stabilizing at 250-275 1b. 
Her. acanthosis nigricans developed at about the 
age of 11. It was diagnosed clinically and 
histologically by Drs. Webster and Grimm in 1950. 
Since menarche at age 13, her menses have been 
irregular. Diagnosis of polycystic ovaries and 
later of Stein-Leventhal syndrome was made in 
Michael Reese Hospital. Her facial hypertrichosis 
has increased markedly in the past year. 

In 1950, asymptomatic pigmented macular spots 
appeared on dorsa of feet. Because of their 
smoothness, yellowish center, and purplish edges, 
necrobiosis lipoidica was suspected in 1952 but 
biopsy sections were not conclusive. 

Patient returned to the clinic in January, 1958, 
because of spreading of lesions on dorsa of feet. 
Biopsy specimen taken at this time showed typical 
picture of focal necrobiosis with surrounding 
histiocytes and lymphocytes and with fat droplets 
demonstrable in this area. 

While five years ago the glucose-tolerance test 
was borderline normal, now it is definitely diabetic. 
Urine sugar at the beginning of test was a trace; 
at one-half hour, a trace; at 2 hours, 4+, and at 
three hours, 1+; blood sugar, 147 mg. % at time 
of test, 268 mg. % in one-half hour, 191 mg. % 
in two hours, and 138 mg. % in three hours. 


Discussion 


Dr. S. J. ZAKON: After Oppenheim and Urbach 
published their reports on necrobiosis lipoidica 
diabeticorum in 1932, a number of reports of 
necrobiosis lipoidica appeared in patients without 
diabetes. However, Oppenheim always insisted 
that these patients were potential diabetics and that 
diabetes would show up at some time. 


The case presented by the University of Chicago 
in 1952 had then a normal blood sugar, while now 
she is definitely diabetic. If Dr. Marshak will 
observe her patient long enough, she will find that 
the patient will probably develop diabetes. Urbach 
published a paper which was widely discussed, on 


skin diabetes (1937). Apparently, the concentration 
of glucose can often be much higher in the skin 
and may not show up in the blood. This paper 
was not well accepted because there were many 
tests which were so difficult to perform that there 
were many chances of error. I think both cases 
presented today are classical cases of necrobiosis 
lipoidica diabeticorum. 


Dr. THEODORE CORNBLEET: The glucose-tolerance 
curve here is flat—certainly not normal. Perhaps 
this presages a rebound effect later. We could 
not corroborate the late Dr. Urbach’s work 
showing that the skin retains a disproportionate 
amount of sugar in certain cases, such as in some 
pyogenic infections. We found the blood and skin 
sugar levels are in equilibrium. The changes in 
skin glucose levels parallel, but lag behind, those 
of the blood 30 to 45 minutes. 


Dr. STEPHEN ROTHMAN: Dr. Urbach’s findings 
are difficult to discuss because the validity of the 
available methods for estimation of glucose in skin 
tissue is debatable. I agree with Dr. Zakon that 
the reliability of these methods can be seriously 
criticized, and I am sure Dr. Cornbleet will also 
agree. In my experience, in chronic furunculosis 
low-carbchydrate diet (100 gm. daily) is an ex- 
tremely effective therapeutic measure, and because 
of this empirical fact, I am inclined to believe that 
there is something to Urbach’s claims that some 
persons’ skin will store sugar more than that of 
others. 


Dr. RorHMAN: The patient presented from our 
department had no diabetes when first seen in 1952. 
She had some discoloration on the dorsum of her 
foot, which histologically was not quite charac- 
teristic for mnecrobiosis, although clinically this 
possibility was suspected. By now she has a 
diabetic tolerance curve and the histologic picture 
of the skin is typical for necrobiosis. In all proba- 
bility, this diabetes is not of pancreatic but of 
pituitary origin—as all these obese patients show 
signs of hyperpituitarism and hypercorticoidism. 
In many patients with necrobiosis without diabetes 
family history of diabetes is obtained, and they 
can be regarded as latent diabetics. I do not agree 
that 25% of all patients with necrobiosis “have no 
diabetes.” Of course, necrobiosis is not a direct 
consequence of carbohydrate metabolism disturbance 
but rather a result of diabetic vascular changes. 


Lichen Sclerosus et Atrophicus. Presented by 
Dr. I. Myron FELSHER and (by invitation) DR. 
J. Harvey JOHNSTON. 


A 70-year-old white woman was first seen in 
the office on Jan. 30, 1958, complaining of a 
“tightness” and dryness of the skin of the breasts 
and tenderness in the area of the left breast. The 
disorder began over eight years ago in the left 
breast and gradually spread, involving the lower 
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half of the breast and a large area under it. The 
right breast became affected in the last two years. 
Only in the last year she noticed the tenderness 
on the left breast. 

The patient is diabetic, requiring 30 units of 
protamine zinc insulin daily. Recently she had 
occasional bleeding from the anal area due to a 
small tumor in that region, for which surgery is 
planned. 

Examination reveals atrophy of the skin of the 
lower half of the left breast and the adjacent 
area on the abdomen under it, a smaller, circular 
area on the dependent portion of the right breast, 
and a small area on the left perianal region. The 
affected skin is dry, with a parchment-like or 
tissue-paper-like wrinkling, glossy, yet rather loose 
enough to move freely over the underlying struc- 
ture, and mottled with ivory and brown. In some 
areas telangiectasis is present. 

The blood serologic test was negative, and the 
blood cell count and urinalysis were within normal 
limits. 

Histopathology: The histologic picture of a 
biopsy specimen from the left breast shows relative 
hyperkeratosis, keratotic plugging of the hair 
follicles, atrophy of the rete malpighi, flattening and 
loss of the rete ridges, lymphedema in the upper 
portion of the cutis, with edematous changes in 
the connective tissue fibers beneath the epidermis, 
and, finally, a cellular infiltrate in the midcutis 
beneath the area of edema. 


Discussion 


Dr. Marcus R. Caro: I do not believe the case 
should be dropped without discussion, even though 
I agree with the diagnosis as presented. In a few 
years these lesions can change their histopathologic 
appearance to that of morphea. I recall two cases 
in which I made a diagnosis of lichen sclerosus et 
atrophicus both clinically and on the sections, and 
later on they changed into lesions of morphea. I 
think that the patient should be observed and a 
year or two from now a repeat biopsy should be 
performed. 

Dr. I. Myron FELSHER: When one sees a 
cutaneous disorder in a diabetic, he cannot help 
wondering whether the diabetes had something to 
do with the disease. In the literature most of the 
cases described have emphasized that there are 
no systemic diseases associated with lichen sclerosus 
et atrophicus. Whenever one looks at the pathology, 
he finds that lichen sclerosus et atrophicus is not 
an inflammatory disease. The edema is very marked 
in the fibrous layer. There is quite a bit of 
homogenization of the tissue. That type of 
pathologic change could be induced by some chemi- 
cal process which could start from a metabolic dis- 
turbance, an endocrine distrubance or imbalance of 
electrolytes. I know, in spite of the fact that 


114 


A. M. A. ARCHIVES OF DERMATOLOGY 


other cases described do not have any underlying 
systemic disease, we could well venture on the. 
speculation that perhaps they had subclinical or 
minimal clinical factors which could not be 
measured at clinical level but which could-produce 
certain changes under certain conditions. 

Three years ago I presented a middle-aged man 
with extensive lichen sclerosus et atrophicus. The 
origin appeared to be an iritis; though he had 
undergone surgery he remained neurotic. He 
developed hemorrhagic bullae and became very 
alarmed. He was put on a nitrogenous diet sup- 
plemented by vitamins and given a very bland 
topical application. He was told not to irritate 
the lesions. In five months the hemorrhagic bullae 
had disappeared. I saw him three months ago 
and found that the lichen sclerosus area had be- 
come much smaller. Here again we may speculate 
that the injured area had some metabolic change 
which may have induced change in the skin and 
later on when the error was corrected the same 
peculiar lesions recurred. 

Neerobiosis Lipoidica (Non-Diabetic). Presented by Dr. 


Lyrp1a C. MARSHAk and (by invitation) Dr. Brian 
POTTER. 


Squamous Cell Epithelioma. Presented by Dr. SAMUEL M. 
BLUEFARB. 


Multiple Keratoses with Associated Epithelioma. Presented 
by Dr. ADOLPH ROSTENBERG JR. and (by invitation) 
Dr. J. M. Fox and Dr. R. F. BETTASSO. 


Hereditary Hemorrhagic Telangiectasia. Presented by Dr. 
ADOLPH ROSTENBERG JR. and (by invitation) Dr. J. M. 
Fox and Dr. Lours ScARAMELLA. 


Case for Diagnosis: Stasis Dermatitis? 
SaMUEL M. BLvuerars and (by 
HasEGAWA and Dr. F, E. DUNLAP. 


Presented by Dr. 
invitation) Dr. J. 


Epidermolysis Bullosa. Presented by Dr. Davin COHEN 
and (by invitation) Dr. STUART BACHMAN. 

Multiple Glomus Tumors. Presented by Dr. Rocer W. 
PEARSON (by invitation) and Dr. Brian Porter (by 
invitation). 

North American Blastomycocis, 
BIELINSKI. 


Presented by Dr. STEFAN 


Bullous Eruption. Presented by Dr. Marcus R. Caro, Dr. 
Joun B. HAEBERLIN, and (by invitation) Dr. Roran S. 
MEDANSKY. 

Generalized Trichophyton Rubrum Infection. 
by Dr. IRENE NEUHAUSER. 


Presented 


Koilonychia with Iron Deficiency Anemia Due to Carci- 
noma of the Urinary Bladder. Presented by Dr. 
SAMUEL M. Buiverars, Dr. SILAS WALLK, and (by 
invitation) Dr. MARTIN L. GECHT. 


Bromoderma. Presented by Dr. THEODORE CORNBLEET, 
Dr. Stpney Barsky, and (by invitation) Dr. H. Yazp1. 


Pseudoxanthoma Elasticum, Presented by Dr. SAMUEL 
M. Briverars, Dr. SILAS WALLk, and (by invitation) 
Dr. H. YAzpi. 


Arteriosclerotic Ulcer, Presented by Dr. James R. WeEs- 
STER, Dr. Stantey Hurr, and (by invitation) Dr. H. 
YAZDI. 

Tubereulosis Cutis Colliquativa. Presented by Dr. Davin. 
V. Omens and (by invitation) Dr. HAROLD OMENS and 
Dr. Martin L. Gecurt, 


Sarcoidosis. Presented by Dr. SAMUEL M. BLUEFARR and 
Dr. SıLas WaLLK and (by invitation) Dr. J. Latowt. 
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Eosinophilic 
Presented by 


Lymphoblastoma in Remission; 
Granuloma with Eosinophilia? 
Dr. LAWRENCE M. NELSON. 

The patient is a 57-year-old woman teacher. 

This patient was presented at the Santa Barbara 
meeting of the Los Angeles Dermatological Society 
in 1951. At that time it was the consensus of the 
discussants that she had lymphoblastoma, type to 
be determined. Her case was subsequently followed 


Dr. 


Foord, 


in Los Angeles by several doctors. 





& A 


Taken April 3, 1951. 


Fig. 1—Lymphoblastoma? 


of the Huntingdon Memorial Hospital, felt that 
she had leukemia, and Dr. Herman Pinkus made a 
diagnosis of Hodgkin’s disease. She continued to 
have nodules and tumors in spite of taking various 
steroids. In January, 1953, she had a gastrointes- 
tinal upset with a fever (temperature as high as 
102 F or 103 F). The tumors started to disap- 
pear but subsequently increased somewhat. In 
early August, 1953, she had another fever, for 
which she was given oxytetracycline (Terramycin). 
She apparently had a reaction to the drug. The 
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She 
was hospitalized in June, 1955, because of a gen- 
eralized lichenified, pruritic dermatitis, much like 
that for which she was originally seen. She was 
again seen March 20, 1957, when she was in the 
hospital for a cholecystectomy. At that time she 
had a scaling, dry dermatitis over the iliac crests, 
buttocks, and elbows. 


rest of her tumors subsequently disappeared. 


The course of her eosino- 
philia and leukocytosis is recorded on the attached 
chart |Table]. 





Fig. 2—Lymphoblastoma? Taken Jan. 29, 1952. 


She had intermittent steroids in small doses from 
1951 until 1955. Since then she has had sedation 
and tranquilizers at intervals. 


Discussion 


Dr. Louis H. WINER: Although the blood pic- 
ture is that of lymphatic leukemia and the cytology 
of the blood smear is that of lymphatic leukemia, 
the histologic section is too pleomorphic for a 
diagnosis of lymphatic leukemia. This could be, as 
I thought at her previous presentation several years 
ago, a type of myelogenous leukemia. In the sec- 


Summary of Data 

















Date RBC HGB WBC Lymph 
6/15/51 4,990,000 13.8 52,600 38 
11/13/51 5,100,000 14.5 33,800 41 
4/18/52 5,390,000 15.3 27,300 28 
6/23/53 5,140,000 14.7 24,100 28 
. 8/24/57 5,040,000 14.1 12,800 26 
6/16/55 5,170,000 15.6 9,250 14 
2/ 7/58 — 12.5 7,050 27 








Eos Morphology 

53 11% of eos are stab forms; 14% of lymphs are 
abnormal — rare one shows slight immaturity 

50 8 eos/100 WBC are stab forms 

46 7 eos/100 WBC are stab forms 

47 Rare eo is stab form 

28 One-third eos are stab forms — no younger forms 
seen 

13 Normal 

13 Normal 








tion there are clear vacuolated cells with round 
vesicular nuceli which are invading the cutis and 
pushing aside and causing an absorption of con- 
nective tissue. There are also Langhans giant cells 
present. The foamy structure of the cells suggests 
xanthoma and mycosis fungoides. In mycosis 
fungoides we find liquefaction necrosis and de- 
generation with formation of clear spaces. This 
sometimes is also seen in xanthomas which have 
not become fibrotic but are absorbing a great deal 
of cholesterol. 

Dr. LAURENCE J. UNpDERWoop: Are the present 
lesions, which appear to be neurodermatitis, re- 
lated to her past lymphoblastoma problem or is it 
a nonspecific and unrelated process ? 

Dr. Gorpon MacDonatp: I’m impressed with 
Dr. Winer’s thoughts about mycosis fungoides. I 
am wondering whether it is not possible that this 
thing she has now that looks like neurodermatitis 
(and probably is neurodermatitis) might not be an 
eczematous phase of mycosis fungoides or some 
related condition. I wonder if a biopsy might not 
prove to be interesting. 


A. M. A. ARCHIVES OF DERMATOLOGY‘ 


Dr. LAwrence M. Netson: This woman has a 
neurodermatitis—that’s what I saw her for first, , 
years ago, before she developed the great tumors. 
As a matter of fact, I had biopsies that were taken 
from these lichenified plaques, but I didn’t think 
they were interesting enough to bring along. I 
think that the neurodermatitis is unrelated to the 
tumors—or the lymphoblastoma, as you will. I 
thought she was my prize patient and was rather 
disappointed seven years ago when I didn’t get 
more discussion. I haven’t seen anything quite so 
dramatic in my life—I’ve never seen anything like 
this regress spontaneously, either. She has had a 
little steroid—but not for three years. I can’t tell 
you exactly what she’s had for treatment, but it 
certainly hasn’t been much. She hasn’t had any 
urethan or nitrogen mustard or any drugs of that 
group. Maybe I can show her again in eight more 
years. 

Atrophie Blanche en Plaque. Presented by Dr. LAWRENCE 

M. NELson. 
Pustular Acrodermatitis. Presented by Dr. Lawrence M. 
NELSON. 
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Discoid Lupus Erythematosus: Bilateral Macular 
Degeneration Due to Chloroquine. Presented 
by Dr. THomas H. STERNBERG and Dr. EDWARD 
LADEN. 

A 32-year-old Caucasian housewife is presented. 

There is no family history of macular disease 
or other unusual visual difficulties. At the age of 
9, she had asthma, probably due to wool and house 
dust, but she has had no allergic manifestations 
since that time. She had pneumonia at age 6 and 
severe sinusitis at the age of 11. 

The patient developed severe sunburn in mid- 
1950 with disproportionate reaction. Following this 
she felt run down and tired easily. In September, 
1951, she developed three skin lesions on her right 
arm. In December, 1951, she developed more skin 
lesions on the left side of her neck. In January, 
1952, following prolonged sunbathing, she developed 
additional skin lesions on her face, back, chest, and 
legs. A biopsy was performed, and a diagnosis of 
discoid lupus erythematosus was made. The patient 
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was then treated successively with bismuth, gold, 
and atabrine without much improvement, In July, 
1953, she became pregnant, and the skin and gen- 
eral condition improved. Two and one-half weeks 
post-term, the skin lesions exacerbated. 

Patient shows the lesions of discoid lupus ery- 
thematosus with residual scarring about the face. 


Funduscopic examination reveals bilateral macu- 
lar degeneration, and the patient has decreased 
central vision. 

Biopsy findings are consistent with discoid lupus 
erythematosus. 

Other Significant Laboratory Findings: N egative 
L. E.-cell test. Hemoglobin, 15.1 gm. WBC, 9950. 
Differential count, within normal limits. Urinalysis, 
within normal limits. 

Treatment and Results: In May, 1953, she was 
started on chloroquine, 250 mg. b. i.d., with definite 
clinical improvement. In June, 1954 the proximal ° 
Y% in. of her hair turned light honey-colored. The 
chloroquine was stopped at this point, and the 
L. E. relapsed. The chloroquine was resumed, and 
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the patient continued to do well. On Jan. 23, 1958, 
blurring of vision was noted and the chloroquine 
. was decreased to 1 tablet per day. On Feb. 26, 
1958, the chloroquine was stopped entirely. Be- 
cause of continued blurring of the vision, ophthal- 
mological consultation was obtained in April, 1958. 
Blurring was found to be due to bilateral macular 
degeneration. Triamcinolone, 4 mg. q. i.d., was 
begun on April 4, 1958, with improvement of skin 
lesions but with no beneficial effect on the visual 
disturbance to date. 


Discussion 


Dr. A. FrercHer Hatt: Dr. Scholtz had to 
leave before the beginning of the discussion and 
asked me to relate the few points that he wished 
to make. The first one was that transient dimming 
of vision is not unusual with chloroquine but that 
damage in this case is probably permanent ; he feels 
that there is no evidence that continuous therapy 
with chloroquine is any more effective than in- 
terrupted courses, and, as a matter of fact, most 
chloroquine reactions are due to an accumulated 
effect. It was his opinion that continuous adminis- 
tration of chloroquine over a period of about a 
year as was given in this case is inadvisable. I 
agree, so far, with the remarks that he wanted me 
to make. The next remark, with which I don't 
agree but which I said I would relay to you, is 
that the treatment of choice of chronic discoid 
lupus erythematosus is the steroids. The remark 
which I would like to make, with which he does 
not agree, is that the treatment of choice of chronic 
discoid lupus erythematosus is gold sodium thio- 
sulfate intravenously. In my experience, which 
embraces about 30 years, I have never seen an 
untoward reaction to gold sodium thiosulfate in- 
travenously in dosage of 50 mg. per week or less. 
I have never seen any untoward reaction that can 
compare with even the milder side-reactions to 
Atabrine, chloroquine, and all of the other drugs 
of that group. Furthermore, I have never treated 
a case of chronic discoid lupus erythematosus with 
one of the Atabrine-chloroquine series without an 
immediate relapse (I don’t mean two months, I 
mean within a week or two or three) after the 
drug was discontinued. With gold, of course, we 
see a relapse. But, in my limited experience, it 
seems to me, in general, the relapse has not been 
as quick or as certain as it has been in the cases 
that I have seen treated with the chloroquine group 
of drugs. I might also say that the scarring in 
this case brings up an interesting point regarding 
treatment, to me, at least; all of the scarring that 
I can see, without very, very close examination, 
was scarring that was typical of refrigeration with 
solid carbon dioxide; the scarring of the lupus 
erythematosus, untreated by refrigeration, was 
scarcely visible. 


Dr. THomas H. STERNBERG: I am sorry that 
some of the information that you should know 
about this patient is not on the chart. The patient 
was examined after this second blurring failed to 
disappear by Dr. Ernest Hillyer, an ophthalmolo- 
gist, and he found bilateral macular degeneration. 
He requested that her eyes not be dilated when 
examined by so many people at this meeting, since 
he thought it might further damage her retinae. 
Dr. Hillyer suggested an alternate diagnosis— 
discoid lupus erythematosus involving the retinae. 
This is apparently an extremely rare condition if 
it occurs at all, since a cursory examination of 
the literature failed to reveal a similar case. 


Dr. Ronatp M. Reisner: In a fairly complete 
search of the literature I was unable to find any 
instance of irreversible anatomically demonstra- 
ble changes in the retina as a result of chloroquine 
therapy. The most commonly described visual ab- 
normalities due to chloroquine were blurring of 
vision and decreased speed of accommodation. 
These changes, however, were in all cases reversi- 
ble on discontinuing the drug. It is of interest, 
however, that some structurally related compounds 
such as quinine and quinacrine have been shown 
to produce anatomically demonstrable changes in 
the retina in isolated cases. Quinine is recorded 
as producing peripheral visual field defects in most 
cases and more rarely central visual field defects 
of the type that this woman had. The two mecha- 
nisms which are postulated as responsible are (1) 
a direct toxic effect of quinine on the ganglion 
cells of the retina and (2) an indirect effect 
mediated through vascular spasm, These visual 
field defects, however, are usually considered to be 
reversible and have not been shown in the vast 
majority of cases to be associated with any ana- 
tomically demonstrable changes in the retina. There 
is one case of retinal damage due to quinine in 
the literature (Arch. Int. Med. 80:763, 1947), that 
of a merchant seaman who thought he had malaria 
and treated himself for a period of three years 
with daily doses of 1 to 3 gm. of quinine. He 
entered the hospital comatose. Examination of the 
eyes revealed pale retinae and discs and attenua- 
tion of the arterioles which subsequently went on 
to complete and permanent blindness with atrophy 
of the optic nerve. Meyler in his “Side Effect of 
Drugs,” in 1952, described the probable mechanism 
of quinine sensitivity as one of angiospasm. 
Optochin, a derivative of quinine, has also been 
known to produce central scotomata but without 
anatomically demonstrable changes. Finally, quina- 
crine, or Atabrine, has been recorded as producing 
permanent blindness in one case (Cole et al. 
J. A. M. A. [Dec. 26] 1953). This case quoted by 
Cole, however, is from a French ophthalmological 
bulletin (Bull. ocul. [July-Sept.] 1945) which is 
not locally available, and so we have no further 
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details. Since the macula and particularly the 
fovea, the central portion of the macula, is ex- 
tremely susceptible to ischemia, owing to the nature 
of its blood supply, it is conceivable that in isolated 
instances an angiospastic agent could produce per- 
manent damage by this mechanism. This possibility 
certainly should be considered in this woman. In 
talking with the ophthalmologists and looking 
through the literature, I was unable to find a single 
case of isolated bilateral degeneration of the 
maculae due to lupus erythematosus. Finally, the 
possibility of completely unrelated disease such as 
heredofamilial degeneration of the macula must be 
considered. However, this woman has absolutely 
no family history of ocular disease. 


Dr. Max Popper: Because of the potential dan- 
ger that lies in the treatment of chronic discoid 
lupus erythematodes with Atabrine or chloroquine, 
I prefer local treatment alone with carbon dioxide 
snow, which, in my experience, is very effective. 
This treatment results in a very smooth and cos- 
metically acceptable scar in the majority of cases. 
H. E. Michelson, discussing lupus erythematosus 
in the Archives of Dermatology, a few years ago, 
also gave preference to this treatment. He states: 
“Freezing the lesion with solid carbon dioxide is 
the best local remedy in my experience, and I know 
of no other method which equals it.” “I gave up 
the use.of bismuth and gold salts because the 
result did not warrant the long-continued use that 
was necessary to achieve the indifferent results, nor 
did their use prevent new lesions from occurring.” 
As to the treatment with quinacrine (Atabrine), 
H. E. Michelson states: “I have not shared the 
unbounded enthusiasm of some concerning quina- 
crine. Until a better drug is discovered, I believe 
it should be tried in the chronic discoid form and 
in some cases of subacute lupus erythematosus.” 
“Its precise position in the therapy of lupus ery- 
thematosus cannot be fixed until it has been in use 
for at least five years” (A. M.A. Arch. Dermat. 
& Syph. 69:704-705 [June] 1954). 

Dr. J. WALTER Witson: There are, of course, 
individuals who are born with non-functioning 
maculae of the eyes and they go through life with 
two very prominent symptoms: one is called hip- 
pus, which is an alternating dilation and constric- 
tion of the pupil, and the other is a circular 
nystagmus, manifested by the eyes continually wan- 
dering in a sort of circular motion in an attempt 
to find a spot yielding sharper vision, unsuccess- 
fully, of course, since there are no maculae to 
focus upon. I would expect that severe toxic 
damage to the maculae would cause similar be- 
havior. This girl, in just a rough observation, 
did not present these characteristics. Dr. Stern- 
berg tells me that he has not observed them. I 
wonder, then, how easily the ophthalmologist can 
tell what degree of permanent damage she has 


118 


A. M. A. ARCHIVES OF DERMATOLOGY. 


sustained, since so much would depend on sub- 
jective information. I believe that if she had 
severe damage to the maculae she would show- 
nystagmus. 

Dr. THOMAS H. SrerNBERG: This is a very wor- 
risome patient, since it is probable that the retinal 
damage and loss of vision is permanent and since 
it eliminates the further use of the drugs which 
have been helpful in this case. Dr. Hillyer felt 
that her eyes might show some improvement from 
steroids, but this was not the case. 


Primary Inoculation Coccidioidomycosis. Pre- 
sented by Dr. Epwin T. Wricut, Dr. VICTOR 
D. Newcomer, and (by invitation) Dr. NORMAN 
H. NELSON. 

A 34-year-old Japanese (Hawaiian) man is a 
laboratory technician. 

The family history is noncontributory. 

The patient first began working with cultures 
of Coccidioidomycosis immitis in October, 1957. 
At this time his coccidioidin skin test was negative. 
Chest x-ray was negative, and to the best of his 
knowledge he had had no prior contact with this 
organism nor had he resided in an endemic area. 

On Dec. 18, 1957, the patient traumatized the 
tip of the left index finger with a hypodermic 
needle contaminated with an experimental culture 
tissue phase of C. immitis. No local or systemic 
disease followed this inoculation. On Jan. 13, 1958, 
the left index finger was again accidentally inocu- 
lated with the same material, and the patient was 
admitted to the Veterans Administration Hospital 
on Jan. 22, 1958, complaining of a persistent erosion 
on the tip of the left index finger associated with 
fever, malaise, and epitrochlear and axillary sore- 
ness of two days’ duration. 

The patient presented an essentially asympto- 
matic, shallow, crusted erosion about 0.5 cm. in 
diameter on the end of the left index finger which 
was surrounded by a violaceous discoloration en- 
compassing the lateral aspect of the terminal 
phalanx, A mass 3 cm. of diameter was palpable 
in the left epitrochlear area. Palpation of the left 
axilla revealed tenderness but no definite adenopa- 
thy. Oral temperature was 101 F., 


Other significant physical findings: None. 


Other laboratory work: Admission CBC, urinaly- 
sis, and chest x-ray were within normal limits. 
Sedimentation rate was never elevated above 9 
mm. in an hour on repeated testing. Repeated 
cultures of lesion on left index finger were posi- 
tive for C. immitis. 

Skin testing: Coccidioidin 1-100, 4+; 1-1000, 
2+; blastomycin 1-100, negative. Histoplasmin 
1-100, negative; PPD No. 2, 24+. 

Complement-fixation tests: The initial and re- 
peated tests at weekly intervals have been negative- 
to-positive in 1:2 dilution. This was not considered 
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to be significant by Dr. C. E. Smith, University of 
California, Berkeley. 


- Precipitin tests: These were negative until Feb. 
4, 1958, when they gradually increased in titer to 
4+ in 1:10 dilution. 

Biopsy findings (Jan, 23, 1958): Left index 
finger: A marked granulomatous reaction is seen 
throughout the dermis. A number of spherules 
containing endospores are present. 


Treatment and Results: Patient has received no 
specific therapy. The lesion on the finger tip has 
resolved about 50%, and the epitrochlear mass has 
decreased in size. A persistent nodule is present on 
the dorsum of the left hand, and the patient has 
a few small nodes in the left axilla. The last three 
cultures from the finger tip have been negative 
for C. immitis. 


Discussion 


Dr. J. WALTER Witson: In 1953 we reported 
the first instance of a person who had been 
inoculated intracutaneously with coccidioides. He 
developed a lesion which was entirely like sporo- 
trichosis when inoculated in the same manner, 
including lymphadenopathy and lymphangiitis in 
the region draining that area and several nodules 
scattered along the vessels. A second instance oc- 
curred in a person who worked in Dr. Conant’s 
laboratory in Duke University about four years 
ago. Those two persons became completely well 
and have shown no signs of recurrence. This oc- 
curred, of course, without any specific therapy, 
because nothing which could be called specific was 
available in those days. We believe that this type 
should not desseminate in any higher percentage 
than if the disease were to be acquired in the 
common manner, that is by inhalation, perhaps 
only once in a thousand instances. 


The present case is identical to these two, except 
that the patient is dark-skinned and we know that 
persons with pigmented skins do not resist this 
disease so well. However, thus far we have some 
good evidence that he is fighting the infection in 
a normal, successful manner. He has had a highly 
positive reaction to the skin test with coccidioidin, 
in the standard dilution of 1:100. I think we can 
even assume that he didn’t actually become infected 
with the organism the first time his finger was 
inoculated, because the precipitin test did not begin 
to be positive until Feb. 4, which was almost a 
month after the second inoculation, and that test 
usually becomes positive very early in the course 
of the disease. So, if he had successfully in- 
oculated himself in December, he should have had 
a positive precipitin test when first examined. The 
` complement-fixation test, in his case, has stayed 
low—1:2 being the highest positive dilution re- 
corded so far. This is in favor of a very small 


amount of infection being present at the time the 
test is made. The other two cases on which we 
base our conclusions also failed to show comple- 
ment-fixation tests in any high titer, only 1:2 or 
1:4 dilutions. 

There are a couple of other interesting observa- 
tions today. I took a culture from a droplet of 
pus which came from a spot over one of the 
lymphatics in this man’s axilla five days ago. Also, 
I diluted a drop of the purulent material with 
saline on a slide and rimmed the edges of the 
coverslip with petrolatum. This is a very easy way 
to make the diagnosis conclusively of coccidioido- 
mycosis within 24 hours if you have been lucky 
enough to get some pus. At once the organisms 
begin to germinate, forming several hyphae from 
each, and they are easily discovered and identified 
24 to 48 hours later. In 2 drops of purulent ma- 
terial, there were only 4 viable, germinating or- 
ganisms. 


Dr. Lours H. WINER: Even though the inocula- 
tion site improved very rapidly with moist applica- 
tions, lymphangiitis and a deep tender nodule 
developed on the forearm. Specimens which were 
removed for biopsy from the primary site, as well 
as the forearm nodule, show sporangia with en- 
dospores. The section of the nodule from the 
forearm shows that it is a granuloma in the 
subcutaneous fat in which a vessel shows in- 
vasion with a large spore full of endospores. Be- 
cause of this vascular invasion, in spite of past 
reports of cases of primary-inoculation coccidioido- 
mycosis recovering, I believe this patient has a 
poor prognosis. This is borne out by more recent 
development of deep axillary lesions from which 
coccidioidomyces immitis has been cultured. 

Dr. J. WALTER WILSON: This man, so far, has 
not had the disease for the same number of months 
that the other two persons who preceded him had 
it—to show whether or not he will follow the 
course to complete healing. If amphotericin is 
given to him now, it might receive credit for 
another “cure” that it doesn’t deserve. Therefore, 
I would rather wait for at least two or three 
months and see if he doesn’t heal spontaneously. 
If he doesn’t at that time, I will bow and let him 
be given amphotericin. 

Dr. NorMAN E. Levan: This clear-cut instance 
of primary cutaneous coccidioidomycosis raises im- 
portant points concerning the pathogenesis, prog- 
nosis, and chemotherapy of the disease—matters 
of more than academic interest to clinicians in 
endemic areas. With some species variations, coc- 
cidioidomycosis runs similar courses in many mam- 
malian species. For example, primary pulmonary 
infections are usual in naturally occurring cases 
of animals as well as man and may be similarly 
self-limiting (Levan, N. E., and Burger, C. H.:. 
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California Med. 83:379, 1955). It could be an- 
ticipated that the tissue phase of C. immitis when 
introduced into the skin would prove as pathogenic 
for human beings as it commonly does for labora- 
tory animals. Further, since cutaneous inoculation 
in animals may be followed by dissemination, the 
same may be true in a human case, but, by analogy 
with primary pulmonary infections, such failure 
of the immune mechanism should occur very in- 
frequently. The persistent essentially negative 
complement-fixation reaction is strong evidence that 
this patient has his infection under control. While 
weak or negative reactions occur at times in the 
face of disseminate disease, it is usually where this 
dissemination is limited to an occasional small 
granuloma; the test may thus reflect the amount 
of infected tissue as well as the allergic/immuno- 
logic status. On the other hand, I found clinical 
evidence suggesting dissemination already present 
in this case: a granulomatous 3 mm. skin lesion 
which the patient states has appeared in the past 
few days, adjacent to the left axilla with its in- 
fected nodes. Should the disease disseminate, the 
prognosis, while grave, is still not hopeless, Dis- 
seminate coccidioidomycosis runs the gamut from 
minute solitary cutaneous granulomas to rapidly 
fatal meningitis. It should be generally understood 
that at least half the patients with the disseminate 
cases do not succumb to their disease; I have 
presented numbers of self-limited untreated in- 
stances before this society. Unfortunately, it has 
been a common error to assume that improvement 
or survival of cases receiving some drug or vaccine 
must be due to such treatment. At the present 
time there is no demonstrably effective agent. I 
would strongly recommend that testing of drugs 
be carried on only in scientific controlled fashion 
and not in desultory and uncontrolled clinical trials. 
A possible exception is the use of drugs in the 
almost invariably fatal meningitis cases, 

Dr. Norman H. Netson: I would like to thank 
the discussors for their highly interesting com- 
ments on this case. This patient fulfills eight of 
the criteria that have been set forth by Dr. Wilson 
and associates in California Medicine, Vol. 79, 
September, 1953. Therapy with the newer anti- 
fungal drugs was withheld because Dr. Wright and 
I are of the opinion that this patient will fulfill 
the ninth criterion—that of spontaneous healing 


of the cutaneous syndrome—within a period of 
months. 


Lichen Planus. Presented by Dr. Tuomas H. 

STERNBERG. 

The patient is a 20-month-old female Caucasian 
who has previously been presented before both the 
Metropolitan and Los Angeles Dermatological So- 
cieties, with the diagnosis of lichen planus and 
. poikiloderma congenitale entertained. 


120 


A. M. A. ARCHIVES OF DERMATOLOGY’ 


The parents first noted sharply demarcated 
erythema of cheeks soon after the baby switched 
from breast to homogenized milk at the age of. 
2 to 3 months. There ensued gradual spread of the 
eruption to the knees, extensors of the forearm, 
and the wrist. The baby was placed on a re- 
stricted diet without any benefit. Local cortisone 
was followed by increased pigmentation at borders 
of the lesions. Her mother noted definite aggrava- 
tion by sun exposure. The eruption continued to 
spread to involve the face, hands, legs, and but- 
tocks. 

On hospitalization on Dec. 3, 1957, the patient 
showed sharply demarcated plaques with peripheral 
hyperpigmentation, erythema, central atrophy, and 
reticulated pigmentation over the face, arms, legs, 
and buttocks. The remainder of the physical ex- 
amination was within normal limits. Since that 
time the lesions have cleared, and show only 
residual pigmentation. 


Biopsy findings: 1. Dr. Hamilton Montgomery— 
consistent with lichen planus. 


2. Dec. 4, 1957, specimen removed from the right 
thigh—suggestive of lichen planus and poikiloderma 
congenitale. 

Other significant laboratory findings (abnormal 
and normal): CBC and urinalysis within normal 
limits. Serum vitamin A level within normal 
limits. VDRL—negative. Chest x-ray—within 
normal limits. X-rays of long bones within normal 
limits. Coccidioidin, histoplasmin, and tuberculin 
skin tests—negative. 

Treatment and results: After hospitalization and 
discontinuation of a vitamin mixture, the lesions 
began to clear. On Dec. 17, 1957, triamcinolone, 
l mg. q.i. d., was begun. Increased to 6 mg. q. d. 
Slow improvement ensued. On Feb. 7, 1958, triam- 
cinolone was discontinued and bismuth subsalicylate 
0.2 gm. i. m. each week was begun, with subsequent 
marked improvement. For the past several weeks 
the eruption has been completely healed and the 
residual hyperpigmentation is fading, 


Discussion 


Dr. S. WiLL1AM Becker: We presented a girl 
sometime ago before this society, who had, I think, 
typical Thomson’s poikiloderma. She presented 
atrophic macules, telangiectasia, and hyperpigmen- 
tation. She had little bony abnormality. The sec- 
tions looked a little bit like lichen planus, but I 
think the infiltrate extended more deeply than one 
usually sees. There was no parakeratosis which 
goes along with lichen planus. However, as Dr. 
Newman said, the atrophy that this child presents 
is punctate, with small atrophic lesions here and 
there. There are certain conditions which have - 
been reported from time to time as lichenoid 
eruptions which are followed by hyperpigmentation 


‘SOCIETY TRANSACTIONS 


(I remember seeing one in London) which may 
eventually change to mycosis fungoides, but I 
don’t think that occurs in a child of this age. 
I question whether this is the real Thomson’s 
poikiloderma, but I believe it is a lichenoid eruption 
which is followed by hyperpigmentation, perhaps 
a lichenoid drug eruption which might leave pig- 
mented plaques similar to these. 

Dr. Lours H. Winer: The histologic section 
shows no changes in the epidermis. There are 
melanin-bearing histiocytes and a perivascular in- 
filtration of lymphocytes and eosinophils surround- 
ing the superficial vessels which are involved by 
endothelial proliferation. My diagnosis is drug 
eruption with postinflammatory melanosis. 


Dr. THomas H. STERNBERG: This patient has 
been previously presented at both the Los Angeles 
Dermatological Society and the Metropolitan 
Dermatological Society during the past year. At 
the time I first saw her, most of the activity was in 
the borders of the lesions, which were palpable 
and raised and scaly. The eruption was a large, 
plaque-like affair, spreading peripherally, and had 
annular borders. We had the patient here in the 
hospital and did the usual bone studies for poikilo- 
derma congenitale and didn’t find anything. The 
child is very healthy and is growing normally. 


We went through the history thoroughly, and the 

only thing that could be f ound was that the mother 

had been giving her a vitamin mixture since birth. 

It was one of these liquid mixtures containing 

minerals, including iodine. This was discontinued 

and triamcinolone therapy was instituted. On fairly 
small doses, the child did start improving slowly. 

We then put her on bismuth 1. m., and the eruption 

really melted. The residual pigment is now fading. 

It seems that we should then abandon poikiloderma 

congenitale as a diagnosis and consider that this 

is probably a lichen-planus-like drug eruption. 

Lupus Vulgaris. Presented by Dr. Epwin T. Wricut, and 
(by invitation) Dr. MICHAEL L. MATTE. 

Dermatitis Medicamentosis Due to Phenolphthalein? Para- 
psoriasis en Plaque (Premycotic Mycosis Fungoides)? 
Presented by Dr. J. WALTER Witson and Dr. PAUL 
LEVAN. 

Darier’s Disease Limited to Sealp and Possibly Involving 
Oral Mucosa Versus Chronic Familial Benign Pemphigus. 
Presented by Dr. Haro_p PRICE. 

Lymphoma. Presented by Dr. Vicror D. Newcomer, and 
(by invitation) Dr. MORGAN LINDBERG. 

Severe Vasomotor Instability. Presented by Dr. Irwin H. 
LINDEN. 

Systemie Lupus Erythematosus: A Therapeutic Problem. 
Presented by Dr. Victor D. NEWCOMER, and (by invita- 
tion) Dr. RonaLtp M. REISNER. 

Benign Lymphocytoma Cutis? Presented by Dr. THOMAS 
STERNBERG; Dr. Louvis H. WINER, and (by invitation) 
Dr. PAuL J. GETHNER. 
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Linear Lichen Planus. Ep- 


WARD L. MURPHY. 


Presented by DR. 


A 4-year-old white man presents a pruritic 
linear eruption, 1⁄4 to 1 in. wide, extending from 
the sacrosciatic notch to the right heel. The lesion 
consists of discrete and confluent violaceous papules 
with a thin glistening scale. 

It has been unchanged since inception, for ap- 
proximately four months. 

There are no other lesions. 

Biopsy report has not yet been received. 


Discussion 


Dr. WrttiAM B. Reen: I suggest that this may 
be lichen striatus. The important thing for proper 
diagnosis is the biopsy. Lichen striatus by biopsy 
shows an eczematous picture. 

Dr. Harotp C. FisHMAN: I would like to sup- 
port Dr. Reed. I have never seen lichen planus 
come on like this in a linear fashion. This looks, 
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morphologically, like a nevus unius lateralis. But 
the history: the first onset of the lesions four 
months ago, rapidly developing to the present stage 
and now disappearing, is classical for lichen 
striatus. Without treatment, it should clear within 
three or four months. 

Dr. Jonn W. Carney: I am in accord with Dr. 
Murphy’s diagnosis. This patient not only has 
hard, raised, papular lesions but also in some areas 
there is actually infiltration and induration of the 
skin. I don’t think you will find lichen striatus 
with lesions of this description. 

Dr. Epwarp L. Murry: I thought it was a 
rather striking lichen planus—typical geometric 
papules, thin-scaled and violaceous coloring, plus 
the fact that it developed within one week to a 
full-blown eruption. I don’t think lichen striatus 
would follow the course of the sciatic nerve very 
closely. 

[AppENDUM: Biopsy report from Dr. WILBERT 
SacHs. Microscopic diagnosis: lichen planus. 

We are considering investigating this case from 
a virus standpoint. | 
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Syringocystadenoma Papilliferum Simulating an 
Angioma. Presented by Dr. LAURENCE ig 
UNDERWoop and Dr. WALTER S. GREEN. 


A 60-year-old Caucasian woman has had an 
asymptomatic lesion at the frontal hairline for 
many years. During the past year it has become 
elevated. It has “drained fluid” only once “years 
ago” and never bleeds. 

A 1.5 cm. boggy, soft, elevated bluish tumor is 
located at the hair line. It appeared angiomatous, 
and when the biopsy was performed a yellowish 
thin fluid exuded and the tumor collapsed com- 
pletely, leaving a depression below the surrounding 
skin. 

Kodachrome of tumor before biopsy is presented. 

Pathology: The epidermis is not acanthotic but 
reveals loss of rete pegs. There are some frag- 
ments of hair follicles and collections of free- 
lying erythrocytes in the upper cutis along with 
mild vascularity and mild nonspecific infiltrate. 
The interesting findings are some large cystic 
spaces lined by tall columnar cells which appear to 
be of sweat duct origin. In a few places some 
villous processes of similar cells may be noted. 
Also in areas the cells lining the cavity are 
cuboidal rather than columnar. 

Therapy: None. Excision has been recommended. 


Discussion 


Dr. Harotp C. FisHMan: (Slide) The slide 
doesn’t show all the features that I would like to 
see. I would like to see more villi inside of the 
central area, and I believe that more sections might 
show it. The actual character of it suggests a 
sweat-gland type of tumor, Clinically, it is de- 
scribed as a mulberry type of tumor, and this is 
as classical a picture as I have ever seen. I accept 
the diagnosis. 

Dr. Laurence J. UNpERWoop: One is impressed 
by the violaceous color of this tumor, and I ex- 
pected, when I performed the biopsy, to see blood 
exude rather than the copious straw-colored fluid, 
followed by immediate collapse of the tumor. I 
cannot account for the color. This tumor is not a 
hydrocystoma or hydroadenoma. The area will be 
excised, saving the specimen for further micro- 
scopic study because of the unusual clinical 
features. 


Dystrophic Epidermolysis Bullosa Treated with 
Chloroquine. Presented by Dr. CLere S. DORSEY. 
The patient is a frail-looking 14-year-old boy 

weighing 109 Ib. 

His birth weight was 3 Ib. 3 oz., but the gesta- 
tional period was normal. He was kept in an incu- 
bator until he weighed 5 Ib. At the age of 2 
months he developed blisters between his toes. 
Since that time he has not been free of them. They 
develop only on the feet, shins and knees, fingers, 
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hands, wrists, and elbows. None have ever ap- 
peared in the mouth. There is a definite correla- 
tion between trauma and the formation of blisters. - 

Chronically blistered areas remain scarred and 
atrophic, but there is no deformity of the digits. 
There are numerous milia on the dorsum of both 
hands. 

There are no other obvious congenital deformi- 
ties present. There is no familial history of a 
similar condition. 

The boy attends school but is two grades be- 
hind the norm. He engages in mild physical 
activity. 

Chloroquine, 250 mg. per day for 21 days, was 
prescribed at the time of the first visit. During 
the first two weeks of treatment blisters formed 
in the dystrophic areas and the patient complained 
of aching in muscles and joints. After this ini- 
tially adverse reaction, he noticed that the tendency 
to form blisters diminished and for the past 10 
days his skin has been in better condition than it 
has ever been before. 


Discussion 


Dr. Witt1AM B. REED: This patient has the 
dystrophic type of epidermolysis bullosa. There is 
no family history of epidermolysis bullosa. Evi- 
dently there is a family history of first cousins 
with fragile bones. This child does not show as 
marked dystrophic changes as is seen in many of 
these patients. Many of us have seen the two 
brothers from North Dakota with actual loss of 
their fingers. One of them had a fungating granu- 
lomatous lesion which proved to be a squamous- 
cell carcinoma (A.M. A. Arcu. Dermat. 75:773 
[May] 1957). H. Enell et al. have been reporting 
on these patients because in some of the isolated 
communities in Sweden whole families are afflicted 
with this condition (Acta dermat.-venereol. 34 :463, 
1954). It seems that the simple type is more or 
less dominant. The dystrophic type is recessive 
but may be dominant. In regard to therapy, I have 
never heard of Aralen being used for this condi- 
tion. Treatment has not yet been found which is 
successful. 

Dr. CLete S. Dorsey: In this case three events 
were of interest to me: First, all dystrophic areas 
flared into blisters during the first two weeks of 
Aralen treatment; second, although Aralen was 
continued they subsequently improved to a better 
state than during the previous 10 years; third, 
between last night and tonight all of the dystrophic 
areas changed from a state of complete healing to 
severe blistering (the patient had been off Aralen 
for one week). This sequence of events raises 
several questions. Why did the Aralen cause the 
dystrophic areas to blister? Also, why was this 
reaction followed by dramatic improvement? And, 
finally, why, after the patient had been off Aralen 
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for a week, did the dystrophic areas severely 
blister within a period of a few hours? Here is 


` blistering without trauma, in a disease which is 


supposed to blister only as a reaction to trauma. 
In our present state of knowledge we cannot an- 
swer these questions. It is obvious that, in this 
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Letterer-Siwe’s Disease (Reticuloendotheliosis). 
Presented by Dr. Irvine J. WoLMAN (by invita- 
tion). 

A white boy, aged 4 years, presented a per- 
sistent cutaneous rash and crusted lesions on the 
scalp. The first symptom was pallor, noted at the 
age of 17 months. At the same time, seborrhea, 
rash, and “external otitis” began. At 20 months 
the child developed swelling of the axillary lymph 
nodes. Medical examination revealed many areas 
of bone decalcification; their progress has been 
arrested by local radiotherapy. The patient's nu- 
trition is good so long as adrenal steroids are 
given. Early blood cell counts ranged from 9.0 
to 12.0 gm. hemoglobin, 10,000 to 15,000 leukocytes ; 
60% to 75% polymorphonuclear leukocytes; no 
eosinophilia; no abnormal cells. 

The report on a biopsy specimen from an axil- 
lary lymph node was “reticuloendotheliosis.” The 
report on a specimen from the skin was as follows: 
“Many histiocytes in subepidermal tissues; these 
had oval nuclei and pale-staining cytoplasm, often 
vacuolated. Diagnosis: Letterer-Siwe’s disease.” 


The patient has been treated with steroids. 


Discussion 


Dr. IrvinG J. WoLMAN (by invitation) : Reticu- 
loendotheliosis is not such a rare condition but that 
most of you have seen cases of this sort before. 
Actually, the skin manifestations are a very minor 
part of the problem of management of these cases. 
The disease is a general one. Frequently, however, 
the first manifestation is in the skin as a peculiar 
form of chronic seborrheic dermatitis. The char- 
acteristic endothelial cell of the disease is large, 
generally 20u long, with a deep-staining round or 
oval nucleus. The cytoplasm is pale-staining and 
very finely granular. The disease is seen at all 
pediatric ages, and I understand that a few cases 
have first become apparent in adult life. The dis- 
ease is nearly always fatal. The rapidity of the 
course after the onset of symptoms is roughly pro- 
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patient at least, Aralen has a definite effect on 
epidermolysis bullosa. I shall administer the drug 
again to see what effect it has over a longer period 
of time. 

Hyperpigmentation of Face: 1. Benoquin-Induced; 2. 


Dermatitis-Induced? Is This Showing Signs of Leuko- 
derma? Presented by Dr. Rose B. SAPERSTEIN. 


portional to the age at onset; when it begins in 
early infancy, it runs a rather rapid course. This 
boy at 17 months of age had skin lesions, large 
axillary lymph nodes, and normal skeletal x-rays. 
The nodes subsided under x-ray treatment; and in 
general we turn on the x-rays whenever there is a 
local area that needs to be treated. At 2 years 
of age, the prominent complaint was recurrent 
external otitis. The canals were full of material, 
and it was clear that the child had infiltration in the 
walls of both ears, as shown by biopsy from one 
side. Roentgenogram of the left mastoid showed 
some bone destruction, and three months later, in- 
volvement of the right side. Both lesions improved 
considerably after x-ray therapy. However, the 
patient had been losing weight because of poor 
appetite. Cortisone was then given empirically, be- 
cause it has been observed that cortisone very often 
helps these cases. The patient gained weight and 
strength and became normal in behavior. After a 
few months, cortisone was stopped for a period 
of six weeks. During this time the child lost 5 
lb., became cachectic, and complained of bone pains 
when he was picked up. Roentgenograms at this 
time showed destructive lesions scattered through 
his vertebrae. Cortisone was started again and in 
two or three days the symptoms disappeared, and 
in a few weeks he regained the 5 lb. he had lost. 
With it all, he has not had any splenomegaly. The 
liver is palpable; his superficial glands come and 
go. The most troublesome problem, from the 
parents’ standpoint, is the scalp. He has chronic 
crusted lesions which have not responded to local 
treatment. I believe the reason is that the crusts 
overlie infiltrations in the skin. This boy is unusual 
because, if he followed a typical course, he should 
not have survived this length of time. Reticulo- 
endotheliosis is, in general, a steadily progressive 
disease, with death usually occurring six months to 
a year after the onset of symptoms. We believe 
that it is the cortisone therapy which has helped 
this boy. 

Dr. H. H. PERLMAN: I have seen about half a 
dozen cases of Letterer-Siwe’s disease, cases in the 
6, 8, or 10-year-old group, and one thing that 
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strikes me is the marked seborrheic character 
which they all have. I should like to ask Dr. Wol- 
man and Dr. Beerman whether, in their experience, 
the histopathologic picture shows the brunt of the 
situation to fall more on the sebaceous glands than 
on other structures, in the disease. So far as 
therapy is concerned, there is not anything I know 
of that works. We have treated the seborrhea 
with many things and got nowhere at all. I think 
it is well for pediatricians to keep the seborrheic 
element in mind, because it is one of the classical 
signs of the disease. 


Dr. HERMAN BEERMAN: I should like to answer 
Dr. Perlman by stating that in my experience with 
a few patients, the infiltration and the phenomena 
in the skin were not at all related to the sebaceous 
or hair apparatus. I think the trouble with this 
disease and seborrhea is that its resemblance to 
seborrhea makes us forget that the patient may 
have Letterer-Siwe’s disease in the beginning. I 
think Dr. Pastras should tell us of a patient we 
studied recently. 


Dr. THomMAs Pastras (Collingswood, N. J.): 
We had a patient at the Graduate Hospital about a 
year ago, a little girl aged 6, who was in the hos- 
pital at age 3 for biopsy of a thyroid nodule, the 
histologic report of which was malignancy of the 
thyroid gland. The entire mass was excised, and 
the area was irradiated. It was predicted that this 
child would be dead within one to three years. 
Three years later we saw the child with a typical 
picture of Letterer-Siwe’s disease, and after mul- 
tiple biopsies we finally proved the diagnosis with 
a histologic picture similar to that discussed to- 
night. With the use of steroid drugs, the child is 
still living and is improving—a total of four years 
with the disease. The point to be made is that this 
disease in its early stages may not be characteristic 
at all, but may present itself in abortive or masked 
form as demonstrated in this case—the diagnosis 
being entertained only with the passage of time 
and the development of the “typical” picture. 

Dr. HERMAN M. Panzer: Because of the inter- 
current infection, I thought that there may be a 
lowered y-globulin. Is that so? 


Dr. Irvinc J. WoLMAN (by invitation) : To my 
knowledge, the y-globulin level remains normal. 
Affected children are not particularly prone to in- 
fections apart from areas which are involved. 

Dr. Jonn E. German (Reading, Pa.): Inas- 
much as this child has responded to x-ray else- 
where and his scalp is severely involved with the 
same process, a trial of superficial x-ray to this 
area should be considered. 

Dr. ALBERT M. KLIGMAN: This child presented 
exophthalmos of a very marked degree, and it 
would appear that there is a suggestion of Hand- 
Schüller-Christian syndrome there, too. 
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Dr. Irvinc J. WoLman: There is exophthalmos 
clinically in Hand-Schiiller-Christian disease and 
sometimes in Letterer-Siwe’s disease. It is mostly: 
the histopathology of the cells that makes me feel 
that these are two distinct disorders. The whole 
cycle of progress in Hand-Schiller-Christian dis- 
ease tends to be self-limited in that the lesions run 
a regular course and then heal of their own accord. 

Dr. Avsert M. KiicMAN: There is no typical 
cutaneous expression of Letterer-Siwe’s disease. 
A goodly number of these cases develop purpuric, 
psoriasis-like or seborrheic-like plaques on the 
trunk, and this may be a clue. 

Dr. MEYER L. NrepELMAN: At St. Christopher’s 
Hospital for children, I have seen several infants 
and children in whom the first sign was a sebor- 
rheic type of eruption beginning on the scalp. After 
the child develops pustular lesions, or urticarial 
lesions with lymphadenopathy and a low hemo- 
globin, then you lean toward a possible diagnosis of 
Letterer-Siwe’s disease. 


Lichen Planus Hypertrophicus. 

Dr. MEYER L. NIEDELMAN. 

A white woman, aged 34, markedly underweight, 
presented numerous lesions, varying in size from 
a pinpoint to 3 or 4 in. in diameter. Many 
of them, on the extensor surfaces of the forearms 
and legs, were hard, slightly elevated, and verru- 
cous. The color varied from an erythema to deep 
violaceous. The lesions had a firm scale, difficult 
to remove, and felt verrucous to the touch. There 
were large, confluent, atrophic patches in the pos- 
terior area of the arms and the left hip. The 
borders were atrophic. There were numerous areas 
of atrophy in addition to these lesions. On the 
“V” of the neck were many atrophic scars and 
leukoderma, the remains of former lesions. There 
were numerous areas of macular atrophy, and areas 
of cutis marmorata on the arms and legs. The 
eruption began in the summer of 1953, in the upper 
arms. The lesions gradually spread to the other 
involved areas. The itching at that time was in- 
tense and kept her awake at night. She still gets 
attacks of itching, but she has never had any 
blisters. She sunburns very easily. She has never 
had any lesions in the scalp, elbows, or knees. 

The patient stated that she never feels well and 
is always tired; otherwise the medical examination 
was negative. 

A blood cell count, urinalysis, blood sugar, and 
blood sedimentation rate were normal. 

The report on the biopsy specimen was as fol- 
lows: “The surface epithelium showed marked 
acanthosis and marked hyperkeratosis. The granu- 
lar layer was present in most areas and exag- 
gerated in some. Acanthosis had resulted in 
elongation and thickening of some of the rete pegs. 
There was no parakeratosis. In the papillary layer 
were found dilated capillaries and a moderate 
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round cell exudate which was principally confined 
to the papillary layer itself. The connective tissue 
‘of the superficial corium appeared more dense and 
compact in some areas. Very little of the deeper 
corium was included in the specimen. The findings 
seem to be compatible with a lichen simplex 
chronicus or a lichen planus  hypertrophicus. 
Diagnosis: Lichen planus hypertrophicus.” 

The patient has been treated with chloroquine 
(Aralen) without benefit. (She has been very ir- 
regular in keeping her appointments. ) 


Discussion 


Dr. Jonn P. Scutty (Reading, Pa.): I should 
like to offer a coincident diagnosis of lupus 
erythematosus. I think it is possible that she could 
have both lichen planus and lupus erythematosus. 
Certainly the distribution and the scarring look 
very much like lupus erythematosus. 


Dr. Jonn F. Writson: I saw this patient some 
time ago, at which time she presented a butterfly 
distribution of the eruption on the face. There is 
not a great deal of atrophy remaining now, but I 
removed a portion of tissue from the arm, and 
it presented a rather typical appearance of lupus 
erythematosus of the chronic discoid type. With 
chloroquine there was prompt improvement in a 
short time, and, as the facial lesions had not been 
present very long, this would account for the slight 
atrophy shown on the face. 


Dr. Meyer L. NiepELMAN: The diagnosis as 
presented is in keeping with all the clinical and 
histological evidence. A diagnosis of lupus 
erythematosus is untenable. When I first saw the 
patient I thought of psoriasis, lupus erythematosus, 
and yerrucous lichen planus. Three biopsies were 
all reported as showing hypertrophic or verrucous 
lichen planus. Aralen and Atabrine had no effect 
on the eruption. Certainly if she had lupus erythe- 
‘matosus on her face, as stated, we should expect 
some scarring. There is no scarring whatsoever 
to-night. 

Dr. HERMAN BEERMAN: I called this case lupus 
erythematosus clinically, but it is lichen planus 
histologically. 

Dr. Joun P. ScurLy (Reading, Pa.) : I do not 
see why Dr. Niedelman has to close his mind to 
the possibility of lupus erythematosus superimposed 
upon the lichen planus in the background. Why 
cannot he compass both ideas? 


Dr. Meyer L. NIEDELMAN: I saw nothing on 
which to base a diagnosis of lupus erythematosus. 
She has no follicular plugging and has had such 
intense itching that it has kept her awake at night. 
J have never seen a patient with lupus erythema- 
tosus with pruritus so severe that she could not 
sleep at night. I certainly cannot explain that on 
any other basis than lichen planus. I agree that 


when I first saw her I thought it lupus erythema- 
tosus, and we discussed it, and the conclusion was 
that this is a verrucous type of lichen planus. 


Dr. Jonn F. Witson: This patient shows defi- 
nite atrophy suggestive of lupus erythematosus. 


Dr. MEYER L. NrepELMAN: When lichen planus 
verrucosus undergoes involution, it leaves these de- 
pressed scars. She has numerous atrophic scars in 
the neck. 

Dr. Joun F. Witson: Lupus erythematosus does 
likewise. 

Dr. Joun P. Scutty (Reading, Pa): Deep 
x-ray in lupus erythematosus will give good re- 
sults. How can you explain that? 

Dr. BENJAMIN F. Gross: It is possible that she 
might have a lichen-planus-like eruption from the 
quinacrine (Atabrine). 


Angiokeratoma Corporis Diffusum (Fabry). 
Presented by Carr. James H. Lockwoop (MC), 
U. Sen, 

A white man aged 20, fairly well developed, thin, 
in no acute distress, presented on the penis and 
scrotum discrete vascular papules, some with over- 
lying scale. On the lower portion of the anterior 
chest, abdomen, gluteal areas, and thighs were 
erythematous macules and papules, a few of which 
were slightly keratotic. These lesions partially 
faded on diascopic pressure. In addition, there 
were present large areas of telangiectasia on both 
anterior axillary folds. About five months ago the 
patient noted red macules on his penis and scrotum. 
Two months ago these lesions became papular and 
darker red in color. In addition, he has noted new 
lesions on the abdomen and thighs. The lesions 
have been entirely asymptomatic. There has been 
minimal bleeding following trauma to the lesions. 
The patient states that he has had minimal swelling 
of both ankles for the past several months, asso- 
ciated with some pain. 

Medical examination disclosed no significant 
abnormalities. The blood pressure was normal. 


A complete blood count revealed 12.5 gm. hemo- 
globin; 4,200,000 erythrocytes; 9350 leukocytes, 
and a normal differential count; 235,000 platelets, 
bleeding time 2 minutes 40 seconds; coagulation 
time, 3 minutes 10 seconds; total protein, 7.15 gm.; 
albumin, 4.1 gm.; globulin, 3.05 gm.; total choles- 
terol, 171 mg. %; VDRL, negative. 

Roentgenograms of the chest and long bones 
were negative. 

The reports on biopsy specimens of two lesions 
from the scrotum stated that the lesions were com- 
patible with angiokeratoma. 


Discussion 


Capt. JAMES H. Lockwoop (MC), U. S. N.: 
I feel that this is one of those rare cases of 
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angiokeratoma corporis diffusum universale. There 
have been only about 25 such cases reported in 
the literature, mainly from northern Europe and 
Scandinavia. All the cases reported have been 
in men and usually occur prepubertally, although 
there have been a few cases reported shortly after 
puberty. The localization is very characteristic— 
penis, scrotum, umbilicus, and buttocks. The pa- 
tients go on to develop such symptoms as edema, 
swelling, and pain of the ankles; temperature 
changes bother them, and as they gradually pro- 
gress they develop a cardiorenal syndrome with 
possible enlargement of the left ventricle and 
hypertension. They often die of uremia. We saw 
one case at a meeting on the West Coast in a 
female, not as yet reported, as far as I know. No 
other cases have been reported in females. It is 
considered to be a lipid storage disease. Further 
studies should be done with this in mind, as we 
expect to do with this patient. We hope to do 
studies of the muscular wall of the deeper vessels 
at the site of a lesion because of the report of 
vacuolated muscle cells which are said to contain 
the lipid, diaminophosphatide, supposedly related 
to sphingomyelin. Histologically, the cutaneous 
lesions may show a superficial portion which is 
characteristic of angiokeratoma and a deeper por- 
tion in which the pathologic change appears to 
occur in the muscle wall of the vessels. 

Epidermolysis Bullosa Hereditaria. Presented by Dr. 


H. H. Perirman and (by invitation) Dr. AMIR MEH- 
REGAN. 
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Hydroa Aestivale. Presented by Dr. H. H. PERLMAN and 
(by invitation) Dr. Young Pyo Kim. 

Lymphangioma. Presented by Dr. H. H. PERLMAN and 
(by invitation) Dr. Young Pyo Kim. 

Lichen Serofulosorum. Presented by Dr. Lours D. Horr- 
STEIN and (by invitation) Dr. SOMPONG TANTISIRA. 

Mycosis Fungoides. Presented by Dr. MEYER L. NIEDEL- 
MAN. 

Mycosis Fungoid Plaque and Tumor Stage. Presented by 
Dr. Meyer L. NIEDELMAN and (by invitation) Dr. 
AMIR MEHREGAN. 

Striae. Presented by Dr. MEYER L. NIEDELMAN and (by 
invitation) Dr. SomPpONG TANTISIRA. 

Parapsoriasis. Presented by Dr. CARROLL S. WRIGHT and 
Dr. MEYER L. NIEDELMAN. 

Parapsoriasis, Guttate Variety. Presented by Dr. JOSEPH 
K. Corson. 

Psoriasis. Presented by Dr. H. H. PERLMAN and (by in- 
vitation) Dr. SomponG TANTISIRA, 

Pityriasis Rubra Pilaris. Presented by Dr. Louis D. Horr- 
STEIN. 

Seborrheic Keratosis, Generalized Papillomatosis, Dermato- 
sis Papulosus Nigra. Presented by Dr. MEYER L. NIE- 
DELMAN and (by invitation) Dr. Young Pyo Kim. 

Primary and Secondary Syphilis (Probably Reinfection). 
Presented by Dr. MEYER L. NrepELMAN and (by invita- 
tion) Dr. JosepH Hav. 


Xanthoma. Presented by Dr. H. H. PErLMAN and (by 
invitation) Dr. AMIR MEHREGAN, 

Monilethrix. Presented by Dr. Donatp N. TSCHAN., 

Urticaria Pigmentosa. Presented by Dr. H. H. PERLMAN 
and (by invitation) Dr. AMIR MEHREGAN, 

Nodular Vasculitis with Subcutaneous Fat Necrosis, Cause 
Undetermined. (2) Chondrodermatitis Nodularis Helicis. 
Presented by Dr. Joun P. Scurry (Reading, Pa.). 

Sjogren’s Syndrome. Presented in April, 1957, by Dr. 
Joun P. Scutty (Reading, Pa.). i 


The New, Newer, and Newest 


It seemed such a harsh order for a mild attack—‘“Six weeks in the hospital for the coro- 
naries to heal and six more at home in intelligent convalescence.” But the time passed quickly 
and not unpleasantly what with the kindness and concern of associates and colleagues, the 
encouraging letters from friends—so many of them Coronary Alumni, many cards and gay 
messages, the pretty, young student nurses, and the frequently repeated ECG’s and blood samples. 


Very amusing was the amazement of the hospital staff—‘“Stresses in dermatology?” 


It came just after the meeting in Rochester, on Sept. 6, of the Minnesota Dermatological 
Society on the occasion of the second Paul A. O’Leary Memorial Lecture. The exciting cause 
might well have been Don Pillsbury’s most surprising story of the faux pas. 


Pillsbury was the Memorial Lecturer—his subject, “Some Thoughts on Syphilis.” He 
emphasized the important role that the disease played in arousing interest on the part of 
Congress in medical problems—interest that is beginning to affect American medicine pro- 
foundly. He recalled that O’Leary had exerted great influence in this significant development. 
Thus, another contribution by syphilis to the history of medicine. 


The meeting opened with a review of the psoralens by Sam Becker Jr.—an attempt “to 
rescue the psoralens from Life and Time magazines’’—a practical account of psoralens’ accom- 
plishments, failures, assets, and faults, and he concluded with a statement to the effect that one 
cannot decide yet whether psoralen is a good drug or a harmful one, but “certainly it is an 
interesting one.” 


Then followed a symposium on the Protean Manifestations of Scleroderma in which 
members of various departments at Mayos considered visceral aspects, treatment, and classifica- 
tion. Winkelmann, the moderator, introduced each talk in interesting fashion and skillfully 
guided the discussions which, incidentally, demonstrated clearly that dermatologists have con- 
tributed more to the knowledge of this systemic disease than have our medical colleagues. 


The clinical demonstrations, as usual, were thrilling to the visitors. Altogether, it was a 
most appropriate program for the occasion. 


My enforced bed rest had its compensations—the opportunity to catch up on noncurricular 
reading, for example. Thoroughly enjoyable were the much-discussed “Dr. Zhivago,” about a 
doctor, and “The Image-Makers,” by a doctor. “Dr. Zhivago,” incidentally, at one time during 
his wanderings suffered from what appeared to be a food-deficiency dermatitis. “The Image- 
Makers” had everything in good measure—medicine, surgery, politics, economics, sex, and as 
graphic a picture of a cholera epidemic as you could want to read—altogether an exciting book, 
if not an important one. 


Television, too, helped to pass the tirme—the World Series and football games, but more 
important, a gratuitous postgraduate course in therapeutics. Television not only tells what to 
use for many diverse diseases, such as arthritis and rheumatism, congested sinus areas, dandruff, 
couch, and sour stomach with acid indigestion, but it also explains diagrammatically just how 
these products do their work. Then, too, there were the old Dr. Kildare pictures. 


Not from television, but from more reliable sources, we learned that Ellis, in Baltimore, 
has encountered four cases of clothing dermatitis in one month; two from black trousers, one 
from a brown suit, and the other, a black bra. Has somethmg new been added? And Frumess, 
in Denver, has observed a little girl with hula-hoop purpura. 


And, in New York, there was a woman “who belongs in the collagen diseases.” 
H: R: 
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GENERALIZED MICROPAPULAR DERMATOSIS WITH RETICULOFIBROCYTIC STRUCTURE, ACCOMPANIED 
BY ALTERATIONS OF THE STROMA; NEW Form or CutrANeous Reticutosis? S. G. NICOLAU 
and L. Barus, Ann. dermat. et syph. 85:146-156 (March-April) 1958. 


This case seems to be identical with one described by Thiers and co-workers. Reddish 
tumefactions appeared in face and neck, the sternoclavicular regions, and the extremities over 
a period of three years. The adjacent skin became firm and thickened, causing a certain impair- 
ment of motion. The elemental lesions are small papules, which, on enlarging, coalesce. Biopsy 
showed atrophy of the epidermis. Most of the hair follicles were dilated and hyperkeratotic, 
accompanied by a cystic dilatation of the deeper portions. There was a cellular infiltrate 
in the dermis composed of numerous young mesenchymal cells. These cells were scattered 
about without orderly arrangement, in masses of infiltrate. There was no alteration of 
general health; the authors consider this a new type of benign cutaneous reticulosis. 


Derses, New Orleans. 


CUTANEOUS HEMOPOIESIS IN THE COURSE OF INTRAUTERINE LIFE. L. Poporr and N. Poporr, 
Ann. dermat. et syph. 85:157-167 (March-April) 1958. 


Eighty-six embryos of differing ages demonstrated hemopoietic activity in all skin areas. 
The earliest hemopoietic differentiation of the mesenchyme begins in embryos of 8 cm. length. 
Initially, these foci are exclusively erythroblastic. Other blood elements appear later, beginning 
with the fifth month of fetal development. This function continues in fetuses of 44-50 cm. 
in the last two months of intrauterine life. These researches permit the explanation of 
different hemopoietic dermopathies by allowing the autochthonous reactivation of fetal conditions 
in postnatal life. 

Derpes, New Orleans. 


MELANODERMA IN Bricut’s Disease. H. Turers, P. P. RavauLrT, D. CoLome, and E. LEJEUNE, 
Ann. dermat. et syph. 85:267-277 (May-June) 1958. 


Two examples of melanoderma in the course of chronic renal insufficiency associated with 
important nitrogen retention are reported. The authors favor the hypothesis of Becher, who 
attributes the increased pigmentation to accumulation of aromatic nuclei, including phenols, 
tyrosine, tryptophan, indican, and the like, which are more or less closely related to melanine. 
Clinically, the pigmentation is a homogeneous grayish or dirty brown. It is influenced by 
sunlight and is more intense on uncovered parts of the body. Buccal mucosa is exempt, and 
the genitalia and nipples are not more darkly colored than normal. The pigmentation 1s 
independent of the azotemic pruritus. 

Derpes, New Orleans. 


MIESCHER’S CHEILITIS GRANULOMATOSA WITH MULTIPLE SKIN MANIFESTATIONS SUGGESTING 
Lupus ERYTHEMATOSUS. X. VILANOVA, J. PINoL AGUADE, and C. CARDENAL, Ann. dermat. 
et syph. 85:278-289 (May-June) 1958. 


A case is described of cheilitis granulomatosa evolving over a four-year period in a 14-year- 
old boy, accompanied by erythematosquamous and atrophic lesions of the back of the hands, 
the fingers, and the face. In spite of clinical and histologic analogies to lupus erythematosus, 
the authors believe rather that this represents and extrafacial localization of a general or 
systemic disease in which cheilitis is usually the major manifestation but which can be 
accompanied by mono- or oligosymptomatic manifestations. 

Derpes, New Orleans. 


FREQUENCY OF SYPHILIS IN THE MUSULMAN POPULATION OF ALGERIA. FRANCOIS-GEORGES 
MARILL and CLAUDE ZERBIB, Ann. dermat. et syph. 85 :290-296 (May-June) 1958. 


The authors analyzed 11,441 observations of patients who were being treated in hospitals 
between 1950-1955 in two different cities, Algiers and Constantine: patients certainly syphilitic, 
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733 (6.4%); patients with positive serologic tests without clinical evidence of syphilis, 1,612 
(7.6%). The largest number of patients with syphilis had skin manifestations (71.3%), but 
visceral syphilis was not exceptional, especially of the central nervous system ( 34 tabes and 
26 general paresis out of 667 syphilitic persons). 

Derses, New Orleans. 


A PorrpHyric Famiry. Jurio M. Borpa and Sercio G. Srrinca, Arch. argent. dermat. 
8:1 (March) 1958. 


Three members of ome family showed clinical manifestations of cutaneous porphyria. In 
two, the lesions appeared at the age of four years; one of them presented a typical mutilating 
porphyria, but the porphyrin could not be demonstrated in abnormal quantities in the urine. 
The third case presented bullous and erosive lesions, a pemphigoid picture simulating Duhring’s 
disease, a clinical variety not previously described in this disease. 


CANIZARES, New York. 


TREATMENT OF VitILIco. Davin GrinseAN and Ricarpo CALANDRA, Arch, argent. dermat. 
8:11 (March) 1958. 


The authors present the results obtained in the treatment of vitiligo through the mechanical 
excitation of the skin by the superficial penetration of needles of a tattooing machine after the 
application of an oily preparation containing gold. In this article the authors review their 
experience of five years in 100 patients. Only small localized areas are suited to such treatment, 
and the best response is obtained on those lesions situated on the face; 54% have yielded 
satisfactory results. The color of the normal skin of the patient did not seem to influence the 
results; no Negro patients were treated. The best response was obtained with a machine 
producing about 3,000 vibrations per minute. In extensive vitiligo having only islands of 
normal skin, it is better to depigment the latter areas with trichloroacetic acid rather than to 
stimulate pigmentation in the depigmented areas. 

CANIZARES, New York. 


MORPHOLOGIC AND HISTOCHEMICAL FINDINGS IN PATHOLOGIC STRATUM CORNEUM, PARTICU- 
LARLY IN PARAKERATOSIS: CONTRIBUTION TO BIOLOGY OF SKIN SURFACE. G. K. STEIGLEDER, 
Arch. klin. u. exper. Dermat. 207 :209-229, 1958. 


Disturbed keratin formation and disturbed composition of the stratum corneum must be 
distinguished. Both processes are often combined, since one process influences the other and 
both are dependent on the epidermis beneath. The horny layer has a characteristic structure 
according to its location. Pathologic parakeratotic horny layer may variably differ from 
normal horny layer in morphology and histochemistry. Parakeratotic horny layer shows 
positive histochemical reactions to certain enzymes, such as acid phosphatase, nonspecific 
esterases, and B-glucuronidase. The author reviews his own work on the histochemistry of the 
stratum corneum as well as the pertinent literature. 

HOLLANDER, Springfield, Mass. 


MECHANISM oF Serowocic SypHiis Reactions. S. G. Nicolau, A. Bapanoru, and 
G. Nicorau, Arch. klin. u. exper. Dermat. 207 :230-243, 1958. 


With the use of artificial serologic systems, nonspecific changes of flocculation but not of 
complement-fixation reactions for syphilis can be produced by increased concentration of total 
proteins or y-globulins. Increased concentration of normal lipoids in such systems brings 
about changes of the complement-fixation reaction only. Increased concentration of lipoids 
from syphilitic sera causes particularly positive complement-fixation reaction and to a much 
smaller degree positive flocculation reaction. Combination of syphilis lipoids and y-globulins 
produces marked positive flocculation and complement-fixation reactions. These examinations 
confirm the hypothesis of the lipoproteinic composition of the syphilitic reagin. 


HOLLANDER, Springfield, Mass 
CHARACTER OF STERNBERG-REED GIANT CELL IN HopGKIN’s DISEASE. V. Apcas, Arch. klin. 
u. exper. Dermat. 207 :244-250, 1958. 


Cytoplasm and nucleus of uni- and multinuclear Sternberg-Reed giant cells contain in 
great numbers peculiar coccobacilliform micro-organisms which cause Severe degenerative 
changes of the cell structure. The necrobiotic giant cells show distinct basophilic staining. 
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Sternberg-Reed giant cells are interpreted as parasitic macrophages. The cell parasite is to 
be identified as the causative organism of Hodgkin’s disease. 
HoLLANDER, Springfield, Mass. 


IMPETIGO HERPETIFORMIS—A SYMPTOM OF CALCIUM DEFICIENCY. G. LEONHARDI and L. MICHEL, 
Arch. klin. u. exper. Dermat. 207 :251-260, 1958. 


Impetigo herpetiformis first developed in a 17-year-old youth several months after strumec- 
tomy. It subsided after treatment with dihydrotachysterol (A. T. 10). There were two 
recurrences with symptoms of tetany and hypocalcemia which subsided after therapy with A. T. 
10 and vitamin D. Morphologic and histologic findings of subsiding lesions resembled psoriasis. 
But there is a distinction from psoriasis, since impetigo herpetiformis shows hypocalcemia due 
to parathyroid deficiency or to calcium deficiency during pregnancy. This calcium deficiency 
seems to be the cause of impetigo herpetiformis, as it heals promptly under A. T. 10 therapy. 
Impetigo herpetiformis is an independent disease and is to be separated from the group of 
psoriasis vulgaris, psoriasis pustulosa, and acrodermatitis continua Hallopeau. 


HOLLANDER, Springfield, Mass. 


DETERMINATION OF HISTAMINE PEXIS FOR ESTABLISHING ALLERGIC ErroLocy. J. TAPPEINER, 
H. TIRSCHEK, and P. WopntAnsky, Arch. klin. u. exper. Dermat. 207 :261-267, 1958. 


Gamma-globulin in the serum of normal persons inactivates in vitro 20%-40% histamine. 
Parrot and Laborde et al. called this quality of the serum “pouvoir histaminopéxique,” “captant,” 
or “histamine pexis.” Lack of histamine pexis is supposed to be characteristic of allergic 
persons. Examination of histamine pexis in 440 patients with various dermatoses showed less 
than 20% histamine in the majority of dermatoses with allergic etiology, such as eczema, 
chronic urticaria, and drug dermatitis. A normal captant of 20% and more was found par- 
ticularly in generalized and localized eczema. Psoriasis always showed histamine pexis of 20% 
and more, whereas generalized pruritus and erythema multiforme showed values below 20%. 
Further examinations on a larger number of patients are necessary in order to prove the value 
of the histamine pexis phenomenon in the allergic etiology of dermatoses. 


HOLLANDER, Springfield, Mass. 


ANIMAL EXPERIMENTS ON PATHOGENESIS OF ACANTHOSIS NIGRICANS. K. GARTNER, Arch. 
klin. u. exper. Dermat. 207 :268-274, 1958. 


Removal of the left adrenal, the gonads, or both organs in 14 dogs with acanthosis nigricans 
and treatment with corticosteroids and adrenal extract in 12 dogs with acanthosis nigricans 
suggest that acanthosis nigricans of the dog is due to an insufficiency of the mineral corticoid 


fraction of the adrenals. 
HOLLANDER, Springfield, Mass. 


HISTOGENESIS OF GIANT-CELL RETICULOHISTIOCYTOMA. F. NöpL, Arch. klin. u. exper. Dermat. 
207 :275-290, 1958. 


Three isolated nodules of the skin were examined; one was removed because of a possi- 
bility of malignant melanoma, and the other two were diagnosed clinically as fibroma. Histo- 
logically, two nodules showed in the corium lobular infiltrates of histiocytes and reticular 
elements with multinucleated giant cells. The third nodule revealed granulomatous structure 
with uni- and multinuclear giant cells and round cells. The giant cells contained round acido- 
philic inclusions. The proliferation of reticulohistiocytic elements seemed to come closer in 
two cases to hyperplasia than true tumor. The importance of primary and secondary foreign 
toxic substances for the pathogenesis of giant-cell reticulohistiocytoma and related neoplasms 


is discussed. 
HOLLANDER, Springfield, Mass. 


MULTIPLE Pure NEuRINOMAS OF SKIN. F. NöpL, Arch. klin. u. exper. Dermat. 207 :291-301, 
1958. 

In a 15!4-year-old boy multiple tumors were found on the scalp, trunk, and upper extrem- 
ities. They commenced to develop at about age 7 years. Most of the somewhat elevated lesions 
showed hypertrichosis, partly with pili torti, and cutis anserina-like appearance. There were 
no symptoms of Recklinghausen’s disease. The predominantly intraepidermal nodules revealed 
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histologically a pure neurinoma of polar fibrous Type A (Antoni). The neurinoma cells have 
grown along preexisting nerves into bundles of smooth muscle. 


HOLLANDER, Springfield, Mass. 


PRIMARY SCROTAL DAMAGE DUE to So-CALLED LYMPHANGIOMA CIRCUMSCRIPTUM CYTOIDES OF 
THE ScroruM. R. DOEPFMER and O. HORNSTEIN, Arch. klin. u. exper. Dermat. 207 :312-322, 
1958. 


A 21-year-old man showed lymphangioma circumscriptum cystoides of the scrotum and 
shaft of the penis. Since age 5 years he suffered repeated attacks of erysipelas of the 
immensely enlarged scrotum. Histologic examination of specimens of the shaft of the penis and 
the right testicle, as well as spermatograms, revealed hypospermatogenesis. Fractional short- 
distance roentgen therapy with protection of the testicles achieved almost complete involution 
of the lymphangioma and almost normalized the spermatogram. Eight months after roentgen 
therapy the wife of the patient became pregnant, and a normal male child was delivered in due 
time. Extramarital conception was considered most improbable. The germinative function of 
the male gonad is dependent on thermoregulation of a normal scrotum. 


HOLLANDER, Springfield, Mass. 


DIAGNOSTIC SIGNIFICANCE OF QUANTITATIVE HISTAMINE REACTION IN DeERMATOSES. A. W. 
ENGELHARDT, J. FUNK, and H-J. Herre, Arch. klin. u. exper. Dermat. 207 :339-353, 1958. 


In 308 clinic patients (32 with neurodermatitis, 20 with psoriasis, 16 with eczematized 
psoriasis, 104 with seborrheic dermatitis, 33 with allergic contact dermatitis, and 103 non- 
eczematous patients with various dermatoses and venereal diseases) the skin reaction to intra- 
cutaneous histamine injection was examined by determination of the histamine threshold and 
by measuring erythema and urtica 15 minutes after injection. There was markedly decreased 
erythematous and exudative (urticarial) reaction in neurodermatitis. Psoriasis showed normal 
erythematous and decreased exudative reaction. Allergic contact dermatitis revealed nor- 
mal erythematous and increased exudative reaction. Histamine reaction as a diagnostic test is of 
little value in neurodermatitis only. 

HOLLANDER, Springfield, Mass. 


DIFFERENTIATION OF SYNDROMA MucocUTANEOOCULARE ACUTUM FUCHS FROM ERYTHEMA 
ExupativuM MULTIFORME. H-J. Herre, M. Int, and M. WEBER, Arch. klin. u. exper. 
Dermat. 207 :354-376, 1958. 


Review of 988 cases published in the world literature as erythema exudativum multiforme 
or synonyms and Fuchs syndrome or synonyms. Based on statistic evaluation the following 
classification is recommended: (1) complete Fuchs syndrome (tetra-symptom-complex with 
skin, oral, conjunctival, and genital lesions), (2) incomplete Fuchs syndrome (oral lesions but 
lack of one of the other three symptoms), (3) bi-symptom-complex (multiform skin lesions 
and pseudomembranous stomatitis), (4) erythema multiforme with skin lesions only or addi- 
tional conjunctival symptoms. Data on frequency of symptom combinations, sex, age, fre- 
quency and duration of fever, distribution and kind of skin lesions, and seasonal frequency 
are presented. 

HOLLANDER, Springfield, Mass. 


PATHOGENESIS OF ACNE CONGLOBATA. H. FISCHER and I. KApPEL, Arch. klin. u. exper. Dermat. 
207 :377-396, 1958. 


Two clinical observations and twenty-two examinations of records from a veterans’ hospital 
and the dermatologic clinic at Tubingen showed a concurrence of acne conglobata and previous 
brain injury. 

HOLLANDER, Springfield, Mass. 


HISTOPATHOGENESIS OF SO-CALLED MyoBLASTOMYOMA. F. NOpi, Arch. klin. u. exper. Dermat. 
207 :397-412, 1958. 


In a 37-year-old woman multiple semiglobular nodules developed within two decades in the 
jugular fossa on the left forearm and in the pubic and left inguinal regions. In a 14-year-old 
girl a semiglobular cherry-sized nodule was found on the right forearm. Recklinghausen’s 
disease was also present in this case. With exception of the tumor of the left forearm, a 
histiocytoma, histologic examination of all nodules revealed myoblastomyoma. Peculiar staining 
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features of the granular plasma of syncytial tumor cells and their relation to nerve fibers are 
discussed. The origin of the matrix of the granular syncytial tumor cells is still unknown. It 
has not been determined whether myoblastomyoma represents a true tumor or an unusual 
slowly progressing hyperplasia and granular degeneration of yet unknown elements, possibly be- 
longing to nerve tissue. 

HOLLANDER, Springfield, Mass. 


Yeast DIAGNosts IN DERMATOLOGY. H. RerirH, Arch. klin, u. exper. Dermat. 207 :413-430, 1958. 

Results of veast differentiation as routine procedure in the mycology department of the 
dermatologic clinic at Hamburg-Eppendorf over a five-year period are given. A total of 15,592 
specimens from various diseases were examined; 4,171 yeasts were isolated; 204 perfect and 
3,128 imperfect yeasts were identified by the methods of Lodder and Kreger van Rij. Candida 
albicans was found in 1,111 cases—most frequently in gastric juice, oral cavity, sputum, and 
feces and less frequently in vulva and vagina. Positive findings in skin scales, nails, pus from 
abscesses, glandular punctates, and smears from ulcers were much lower. Cryptococcus neo- 
formans was never found. 

HOLLANDER, Springfield, Mass. 


CHANGES IN THE SEBACEOUS FILM DuRING PREGNANCY. R. Brun and A. Ritz, Dermatologica 
116 :229, 1958. 


During the third trimester of pregnancy there is a distinct diminution in the amount of 
sebum on the skin of the back as measured by the osmic acid test. This is probably due to the 
large increase in estrogenic hormones during pregnancy. 

MonasH, Miami, Fla. 


CLINICAL AND EXPERIMENTAL INVESTIGATION OF THE METABOLISM OF PORPHYRIN. R. SCHUPPLI, 
Dermatologica 116 :289, 1958. 


The author has determined the amount of porphyrin excreted in the urine in normal persons 
and in those with various dermatoses. He found that in normal persons 40% showed an 
increased porphyrin excretion (over 300ug. %). Only in patients with disturbed liver function, 
as shown by pathologic liver-function test, was there regularly an increased output of porphyrin. 
In other internal complications there was no change from the percentages of those with normal 
and those with increased porphyrin. 

In patients without light sensitivity but suffering from psoriasis, urticaria, lupus 
erythematosus, and erythema exudativum multiforme there was no difference from the per- 
centages in normal cases. Only in porphyria cutanea tarda was there a greatly increased output 
of porphyrin and uroporphyrin in all cases. Half of the cases of light dermatoses other than 
porphyria cutanea tarda showed normal porphyrin excretion like the normal controls. The 
production of massive excretion of porphyrin and coproporphyrin in rabbits by feeding cf 
allvlisopropylacetvlcarbamide (Sedormid) did not result in an increased sensitivity to light. 
The conclusion is reached that there is no correlation between the amount of porphyrin in the 
urine and the sensitivity of the skin to light. 

MonasH, Miami, Fla. 


FAMILIAL PUSTULAR PSORIASIS WITH THE PICTURE OF IMPETIGO HERPETIFORMIS. W. SOLTER- 
MANN, Dermatologica 116:313, 1958. 


Based on the observation of five cases of pustular psoriasis and a survey of the literature, 
the author concludes that impetigo herpetiformis and pustular psoriasis are morphological 
variants of psoriasis vulgaris, whereas the question of the relationship of acrodermatitis con- 
tinua and its differentiation from acrolocalized pustular psoriasis is not yet clear. 


MonasH, Miami, Fla. 


MELANOSIS CAUSED BY CAMOQUIN. E. Younc, Dermatologica 116:389, 1958. 
Three cases of lupus erythematosus treated with amodiaquin (Camoquin) showed an in- 


tensive grayish-brown discoloration of the skin. The sclerae of all three patients were yellow. 
One patient had in addition a pigmentation of the anus and vulva. The pigmentation on 
microscopic examination was shown to be due mostly to melanin with some admixture of 
another pigment, probably amodiaquin, which, like quinacrine (Atabrine), is yellow in color. 
The pigmentation disappeared when the drug was discontinued. 

MonasH, Miami, Fla. 
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EXPERIMENTAL Eczema. M. Goray and R. Brun, Dermatologica 116 :408, 1958. 


When 1% of dinitrochlorbenzene solution in acetone is applied daily to the nuchal area of 
guinea pigs and the nipple area is tested for sensitization after 1-17 days, sensitization, with 
microscopic evidence of spongiosis and histiocytic infiltration, is found 48 hours after the 
beginning of sensitizing applications. These microscopic changes antedate macroscopic changes 


by four to six days. 
MonasH, Miami, Fla. 


EXPERIMENTS WITH SEBUM TEST IN STUDY OF PATHOGENESIS OF ACNE Voutcaris. R. BRUN and 
N. Grasset, Dermatologica 116:416,1958. 


Using the osmic acid test for sebum on the back in the paravertebral region a short distance 
above the shoulder blade, the authors obtained the following results: The sebaceous secretion 
increases considerably between 8 and 17 years of age in both sexes; it then remains fairly 
constant in males up to 40 years of age, while it tends to diminish in females. The conclusion 
is reached that there is some, but not a perfect, parallelism between the amount of sebaceous 
film and the occurrence of acne. Therefore, other factors besides the amount of sebaceous secre- 


tion must be involved. 
MonasH, Miami, Fla. 
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Man Sought by F. B. I. 


The Federal Bureau of Investigation has re- 
quested that dermatologists in the United States 
be alert for any information concerning Frederick 
J. Tenuto, who is on the Federal Bureau of In- 
vestigation’s list of the 10 most wanted fugitives. 
Tenuto is being sought by the Federal Bureau of 
Investigation for Unlawful Flight to Avoid Con- 
finement for the Crime of Murder. 

Tenuto escaped with William F. “Slick Willie” 
Sutton and three others from Holmesburg Prison, 
Philadelphia, on Feb. 10, 1947. All of these persons 
except Tenuto have been recaptured. Tenuto was 
serving a sentence of 20 to 40 years at the time for 
the crimes of armed robbery and murder. Tenuto 
has previously been involved in two prison breaks. 
20, 1915, at Phila- 
in height and was last 


was born on Jan. 
delphia. He is 5 ft. 5 in. 
known to weigh 143 lb.; his hair is black and was 
full when last known but may be thinning now. His 
eyes are brown; complexion, very dark ; education, 
he has claimed occupations as a butcher's 


He had 


forearm: 


Tenuto 


six years; 
helper, sheet-metal worker, and laborer. 
an imperfect tattoo “S. J.” on his left 
said tattoo possibly referred to his underworld 
nickname “Saint John.” He has an imperfect tat- 
too on his right forearm which may be “Ana,” 
“Anna” or “Ama.” Dermatologists might par- 
ticularly note a small brown flesh mole approxi- 
mately 1 in. from the right corner of his mouth and 
scar 


on a level with his mouth. He has a 1% in. 


over the right eye. He also has a large irregular 
burn scar on his chest. 
that 


while in prison he suffered from an allergy condi- 


Dermatologists should particularly note 
tion which was described by the prison doctor as 
follows: 


“He 


allergy background. 


has a psoriatic seborrheic eczema; has 


Diet probably a marked fac- 
tor in this condition. Also, some external contact 


probably starting from his work while digging 
ditches.” 
well-known dermatologist, 


skin 


recur. 


On examination by a 


it was stated that the condition of Tenuto 


would in all probability It was also stated 
that he was apparently allergic to various types 
of hairs and fibers, inasmuch as it was necessary 
to furnish him with a cotton mattress while he 
was in prison, 

Treatment for the skin condition while in prison 


was set forth as follows: 


134 








“FREDERICK J. TENUTO 


With aliases: Leonard Durham, Leonard Durken, 


John-Thomas Lestella, Frank Pinto, Durso Thorn-° 


a Jon” 
Wanted 


Confinement—M urder. 


berry, “St. Johnny,” 


for Unlawful 


“The Angel,” and 


others. Flight to Avoid 


Je 


. ANNOUNCEMENT 


“Intramuscular injections of whole blood, 5 cc. 

every other day and, externally, phenal, 15 gr., 
- menthol, 2 gr., glycerine, 1 dram, liquor-carbonis- 

detergen, 1⁄4 oz. and aqua qs., 4 oz.” 

If any doctors should treat someone resembling 
Tenuto in the future or can recall, by examination 
of records or otherwise, having treated him in the 
past, it is requested that information concerning 
that fact be immediately furnished to the nearest 


office of the Federal Bureau of Investigation or 
directly to Director J. Edgar Hoover, E Bois 
U. S. Department of Justice, Washington, Le Ge 
Note that Tenuto has in the past carried firearms 
and should be considered extremely dangerous. It 
is also reported that he may have suicidal ten- 
dencies. No effort should be made to detain him 
if he is recognized, but at the earliest possible 
moment the Federal Bureau of Investigation or 
local police should be contacted. 
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Announcements 


Earl D. Osborne Fellowship in Dermal Pathology.—The fellowship, sponsored by 
the American Academy of Dermatology and Syphilology, is to provide annually the opportunity 
for study and training in dermal pathology to a postgraduate student who has completed 
satisfactorily at least one year or preferably two years of training in dermatology. The stipend 
is $4,000 a year, divided into four quarterly payments during the year of the fellowship. The 
period of training will be spent at the Armed Forces Institute of Pathology, Washington, D. C., 
the appointment being subject to approval by the director of the Institute. The American Board 
of Dermatology and Syphilology, Inc., has approved the Institute for one year of training. 

It must be emphasized, however, that a student must complete one year of graduate training, 
either before or after completion of the Osborne Fellowship, in an institution approved by 
the Board for three years of training. The primary purpose of the Osborne Fellowship is 
to train dermatologists in dermal pathology. The large amount of material in dermal pathology 
on hand at the Institute will be available for study, and original research may be pursued under 
the direction of the chief of the dermal pathology section of the Institute. 

Dermatologists in training who are interested in this fellowship may obtain application 
blanks from Dr. Hamilton Montgomery, Chairman of the Committee on Pathology of the 
American Academy of Dermatology and Syphilology, 200 1st St., S. W., Rochester, Minn. 
The next available appointment begins July 1, 1960. Early application is urged, and as a rule 
applications will not be considered after Sept. 1, 1959, for the July 1, 1960, appointment. 


American Board of Dermatology.—At the Annual Meeting of the American Board 
of Dermatology the following officers were elected : 


Dr. Francis W. Lynch—President Dr. J. Lamar Callaway 
Dr. Marcus R. Caro—Vice-President Dr. John M. Lamb 
Dr. Beatrice Maher Kesten—Secretary Dr. Clinton W. Lane 


Dr. Walter C. Lobitz Jr—Assistant Secretary Dr. J. Walter Wilson 
Dr. Louis A. Brunsting 


The following 12 candidates were certified : 


Derbes, Vincent J. 
Fleming, George 

Funt, Tobias Roger 
Gass, Herbert Hermann 
Hun, Funan 

James, Harriet D. 


Johnston, J. Harvey 
Kirshbaum, Bernard Adrian 
Salin, Rolf W. 

Statile, Pasquale Anthony 
Stone, Bernard 

Watkins, Dale Baxter 


The following 6l candidates have successfully completed the examinations and will be 
certified when they have completed the necessary two years of experience in dermatology: 


Alexander, Bronson Raye 
Ballinger, William George 
Barnett, James R. 

Beyer, Eugene F. 
Brubaker, Marian Merrill 
Clearihue, Joyce Golding 
Cummiskey, Paul Vernon 
Daniels, Farrington, Jr. 
Dannenberg, Marvin 
Davidson, Wallace N., Jr. 
Ewens, George B. 
Flanagan, Brian Patrick 
Franzblau, Michael Joseph 
Frolow, Gerald Ralph 
Fusaro, Ramon Michael 
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Harber, Leonard Coleman 
Hassel, Jr., Carl Walter 
Hiscock, Roy Burnett, Jr. 
Iverson, H. Victoria 
Jacobs, Paul H. 

James, Kenneth William 
Johnson, Waine Cecil 
Key, Marcus M. 

Krasner, Frank 

Lavette, William Michael 
Lea, Walker Alfred, Jr. 
Leibsohn, Eugene 

Lewis, Robert Alexander 
Lindsay, Donald Gene 
Loria, Philip Ronald 


ANNOUNCEMENTS 


McAndrew, John J. 
McCarthy, John Thomas 
McFadden, Archibald Weems 
Mitchell, Donald Gilbert 
Norman, Clyde Wayne 
Norris, Edward P., Jr. 
Orkin, Milton 

Parrott, Norman A. 
Pearson, Roger W. 
Rosenthal, Albert Lester 
Roy, Marcel 

Sage, Roderick Duncan 
Schoenfeld, Robert John 
Schuster, Donald S. 
Shapiro, Lewis 

Smith, Ernest Wendell 


Spiller, Rachel Glynn Ford 
Stoll, Howard L., Jr. 
Swan, Robert Edward 
Tisserand, John B., Jr. 
Turra, James L. 

Vineyard, William R. 


Wagner, William Jordan, Sr. 


Watkins, Charles William 
Weinmann, Paul L. 
Wheeless, John V., Jr. 
Williams, Ollie Penn 
Windhorst, Dorothy Baker 
Johnsen, Rolf Eric 
Rapaport, Joseph 
Weinreb, Marvin Seymour 


The next written examination will be held in major cities on Oct. 5, 1959. The next oral 
examinations will be held at the University of Oklahoma Hospital, Oklahoma City, from Jan. 
15 to 18, 1960. The final date for filing all applications is July 1, 1959. 


University of Oklahoma—A postgraduate course in radiation treatment will be 
given by the Department of Dermatology of the University of Oklahoma School of Medicine, 
stressing the use of radium external plaques and interstitial radium element needles, a one-week 
course April 13-20, 1959. The course will be limited to 30 members or associate members of 
the American Academy of Dermatology, and 5 third-year residents in dermatology. Demonstra- 
tion will be made by closed television circuit at the medical school. 


The fee is $100 each for Fellows and Associates of the American Board of Dermatology 
(deductible), payable to the Dermatologic Trust Fund of the University of Oklahoma School 


of Medicine. 


Write to John H. Lamb, M.D., 705 Medical Arts Building, Oklahoma City, for reservations. 
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Books 


Principles of Internal Medicine. Second edition. Edited by T. R. Harrison et al. Price, 
$21 (2-volume professional edition). Pp. 1,790, with 213 illustrations. The Blakiston 
Company (division of McGraw-Hill Book Company, Inc.), 330 W. 42d St., New York 
36, 1954. 


This new edition of the Harrison-edited book, a long-established, authoritative, and 
thoroughly modern text, contains for the first time a section devoted to “Diseases Affecting the 
Skin,” albeit “limitations of space confined it to a brief discussion of the more pertinent aspects 
of dermatology.” In the twenty pages allotted to this section, Donald Pillsbury skillfully 
presents the material so that the alert practitioner may quickly identify a lesion as representing 
either a common or an uncommon disease, banal or serious, a local disturbance or a manifestation 
of a systemic disease. He mentions representative examples of the various groups and discusses 
briefly essential clinical characteristics and special procedures, such as the biopsy and the Tsanck 
test, but he relies most heavily, in ten of the twenty pages, on a presentation of the fundamentals 
such as applied anatomy, pathology and physiology, morphologic patterns of disease, and history- 
taking with its related factors of age, race, seasonal incidence of diseases, etc. Discussion of 
individual diseases is limited to acne, superficial fungus infections, pemphigus, eczema, and 
exfoliative dermatitis. All of it is, as to be expected, concise and well written in a manner to 
bear the stamp of an authoritative teacher. 

The book contains much more of dermatology, however, than what is contained in the few 
pages allotted to Pillsbury. All of it, significantly, is written by nondermatologists. The venereal 
diseases; the erythemas, Bazin’s disease, erythema multiforme, and erythema nodosum; the 
collagen diseases; deep fungus infections, bacterial diseases, drug allergies, and even viral 
diseases, such as herpes simplex, zoster, molluscum contagiosum, milker’s nodules, and warts, 
are presented. They are presented, not by dermatologists, but by internists, pediatricians, 
immunologists, geneticists, etc. Is this prophetic ? 
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Keratoacanthoma 


Experimentally Induced with Methylcholanthrene in the Chicken 


R. H. RIGDON, M.D., Galveston, Texas 


In 1934, Ferguson Smith! described a 
self-healing squamous-cell epithelioma in the 
skin of a man 23 years of age. In 1955, 
Ereaux and associates? reported a case in 
which there were widespread self-healing 
epithelial tumors in the skin of a white man 
41 years of age that were considered kera- 
toacanthomas. The clinical and histologic 
characteristics of this lesion have been de- 
scribed.218 A new classification of kerato- 
acanthomas in three histological types, 
Types 1, 2, and 3, has been suggested re- 
cently by Ghadially.’® 

In considering the etiology of the local- 
ized type of keratoacanthoma, Anderson,” 
in the discussion of Ereaux’s paper, says, 
“One is impressed . . . as to the frequent 
history of preceding trauma, such as a cut, 
scratch, or the squeezing of a blackhead. 
There is no doubt that very similar, if not 
identical, lesions occur in those exposed to 
tar.” Actinic or oil sensitization has been 
implicated,’® also sunlight! and oil and 
tar.* There are observations that would 
suggest a viral origin.” Since some of the 
cases have been observed in members of a 
family, there may be a genetic factor.” ! 


Submitted for publication July 29, 1958. 

Professor of Pathology, The University of 
Texas—Medical Branch. 

This study was aided by research Grants C-1469 
(C-5) from the National Cancer Institute of the 
National Institutes of Health, Public Health Serv- 
ice, and from the Tobacco Industry Research 
Committee. 






In the study of carcinogenesis in the 
chicken,?°*" we have observed lesions in the 
skin following local applications of methyl- 
cholanthrene characterized by a macule that 
subsequently progressed in size and ulcer- 
ated. Histologically, the lesion has all the 
characteristics of a squamous-cell carcinoma, 
but it spontaneously regresses. This lesion 


in the chicken-is-deseribed-at-this—time-be= > > 


cause of its similarity to keratoacanthoma. 


Methods and Material 


The technique used to produce these tumors 
has been reported.” A 0.25% solution of meth- 
ylocholanthrene in acetone was applied to the 
skin of’ the body beneath the wing and to the 
undersurface of the wing. The acetone solution 
of methylcholanthrene, 0.2 mI., was used on the 
day-old chicks, and 1 ml. was used on the older 
birds. The applications of the carcinogen were 
made daily, except for Saturdays and Sundays. 
The total number of applications for any one 
bird varied from 1 to 30. In some experiments 
the feathers were plucked, either before, during, 
or after the methylcholanthrene was applied. The 
lesions sometimes were either biopsied or com- 
pletely excised for histologic study. 


Results 


The details of the experimental observa- 
tions made in this study have been re- 
ported.?®?1 The earliest tumor occurred 23 
days after the first application of methyl- 
cholanthrene. The longest interval between 
the first application of methylcholanthrene 
and the development of a tumor was 128 
days. Eight was the largest number of 
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Fig. 1—The center of these squamous-cell tu- 
mors is filled with keratin. Hematoxylin and 
eosin; reduced 20% from mag. X 19. 


tumors observed at one time in any one 
chicken. The lesions, when first observed, 
were nodules about 2 mm. in diameter. They 
progressively grew, and their centers were 
filled with keratin (Fig. 1). They subse- 
quently ulcerated (Figs. 2, 3, and 4). The 
size of the ulcers varied from 3 to 12 mm. 
The base was granular; the periphery was 
hyperplastic, and the edges were unde- 
termined. Healing seemed to progress 
rapidly from both the base and the periph- 
ery; a typical scar resulted. 
Histologically, the lesion always 
characterized by squamous cells (Fig. 5). 
Intercellular bridges (Fig. 6) were con- 
spicuous in some, while in others typical 


Was 


Fig. 2—This_ chicken 
was 77 days of age when 
1.0 ml. of the solution of 
methylcholanthrene was 
applied daily for 30 days 
except for Saturdays and 
Sundays. The lesion was 
first observed on the 75th 
day after the first ap- 
plication of methylcholan- 
threne. Photographed on 
the 99th day. 
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epithelial pearls were present. Keratin and 
mitotic cells were numerous in some of the 
lesions (Figs. 7 and 8). Polymorphonuclear 
leukocytes were present in the crater of the 
tumors. Leukocytes, mononuclear cells, and 
groups of lymphocytes were present in the 
surrounding dermis 
Polymorphonuclear 

were prominent about the periphery of the 
tumor. Extensive degeneration occurred in 
the squamous cells at the periphery of the 
growth (Fig. 11). The degree of degenera- 
tion varied in the different lesions, both 


(Figs. 9 and 10). 
leukocytes frequently 


within the same chickens and in different 


birds. Ultimately, the squamous cells in the 
tumor completely degenerated; the leuko- 
cytes phagocytized the debris, and collagen 


fibers filled the area. 
This degenerative change in the tumor is 


most pronounced and seems to begin at the 
periphery of the growth. It proceeds inward 


until all the epithelial cells are destroyed. 
The time for regression varied from two 
weeks to two months. 


Comment 


The tumors that develop in the skin of 
chickens following the local application of 
methylcholanthrene resemble in many ways 
the keratoacanthoma described in man by 
McNulty and Sommers.'® They have de- 
scribed this lesion as follows: 
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Fig. 4.—Treated same as chicken shown in Fig- 
Fig. 3—Treated same as chicken shown in Fig- ure 1. Photographed on the 47th day after the 
ure 1. Photographed on the 105th day after the first application of methylcholanthrene. The tu- 


first application of methylcholanthrene. mor was 1.0 cm. at this time. 
crateriform, with masses of keratin packed marginal unaffected epithelium . . . . The base- 
in centrally and superficially . . . On section the ment membrane boundary zones are obscured or 


mass is pulpy, moist, keratinaceous, exudes a cloudy lost, and a heavy infiltrate of leucocytes surrounds 
fluid, and has a crumbling yellow-brown appear- and overflows into the epithelial downgrowths.... 
ance . . . rounded masses of partly keratinized Under higher magnification the diffuse mingling 
cells with abundant ground-glass-like eosinophilic of leucocytes, particularly neutrophils, eosinophils, 
cytoplasm and prominent intercellular bridges are and lymphocytes, with sheets of epithelium is 


bulging downward into the dermis and everting the further emphasized .. . . Plasma cells, lymphocytes 


Fig. 5—The squamous 
epithelial cells vary in- 
size and shape. Epithelial 
pearls do occur. Mitotic 
figures are present. He- 
matoxylin and eosin; re- 
duced 10% from mag. 


X 340. 
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Fig. 6.—Intercellular bridges are 
present in some of these squamous- 
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cell tumors in the chicken. Hema- 
toxylin and eosin; X 800. 


Fig. 7—These are groups of 
squamous cells with ground-glass- 
like eosinophilic cytoplasm in focal 
areas of these tumors. Observe 
the large number of polymor- 
phonuclear leukocytes. Hematoxy- 
lin and eosin: X 340. 





Fig. 8—Atypical mitotic cells 
are present in these tumors. He- 
matoxylin and eosin; X 800. 


Fig. 9—The periphery of these 
tumors is usually infiltrated with 
lymphocytes and leukocytes. He- 
matoxylin and eosin; 170. 





Fig. 11—The nuclei of the 
squamous cells at the periphery 
of these regressing lesions are 
pyknotic. Subsequently, these cells 
atrophy and ultimately completely 
disappear. Hematoxylin and eosin; 


x 340. 


Fig. 10—Many lymphocytes us- 
ually are present about the 


periphery of these lesions. 
toxylin and eosin; X 340. 


Hema- 
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and macrophages are around the epithelium in 
abundance. Degenerative cytologic epithelial 
changes are uniformly present and distinctive... . 


‘ Mitoses are abundant in the hyperplastic epithelium 


and abnormal mitotic figures with chromosomal 
fragmentation and dispersion, usually outnumber 
the normal mitoses .... In the adjacent dermis, 
detached epithelial cells heavily infiltrated with 
leucocytes are found in keratoacanthoma. 

The similarity of this lesion induced with 
methylcholanthrene in the skin the 
chicken and the description of kerato- 
acanthoma, as given by McNulty and Som- 
mers,'® is obvious. It is my opinion, and the 
opinion of others who have studied this 
lesion in the skin of chickens, that it is histo- 
logically a low-grade malignant epithelial 
tumor. However, since it regresses and does 
not metastasize, it has been described as a 
“squamous-cell carcinomatoid tumor,” 2! al- 
though originally we reported it as a 
“squamous-cell carcinoma.” 7° The problems 
in the differentiation of keratoacanthoma, 
squamous-cell carcinoma, and pseudoepithe- 
liomatous hyperplasia are readily appre- 
ciated and have been discussed frequently. 


of 


The most interesting features about kera- 
toacanthoma in man and the carcinomatoid 
tumors in chickens induced by methylcholan- 
threne are their histologic resemblance to 
squamous-cell carcinomas and their spon- 
taneous regression. An increasing number 
of malignant tumors that regress spon- 
taneously is being found in man and 
animals.7** Little is known, however, as to 
the mechanism of regression. Haaland ** 
suggested that a change must occur within 
the tumor cell to explain this phenomenon. 
Huggins ** has emphasized the role of hor- 
mones in the regression of certain neo- 
plasms. Cowdry,®® in discussing the 
problems of “unexplained disappearance and 
alterations in the malignancy of cancer 
cells,” suggests that “spontaneous modifica- 
tions in the volume, or growth, of a cancer 
could result from many variables both of 
the malignant cells and of the stroma.” Ex- 
perimentally induced hemangiomas spon- 
taneously regress as a result of a mechanical 


“obstruction that occurs within the vascular 


channels. With the progressive decrease in 
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blood flow through the vascular channels, 
tissue anoxia may become the significant 
factor in the mechanism of this spontaneous 
regression.*} 

The observation that the degree of cellular 
degeneration is more marked in the cells at 
the periphery of the chicken tumor induced 
by methylcholanthrene would suggest that 
some cellular injurious factor reaches these 
cells by way of the tissue fluid. Antibodies 
formed elsewhere in the body, reacting with 
the antigen represented by the proliferated 
epithelial cells, could account for this de- 
generation of the tumor cells. The degenera- 
tion might be expected to begin at the 
periphery of the lesion. In support of this 
hypothesis are the observations of Pollard 
and Bussell,??** who found an inhibition of 
growth of methylcholanthrene-induced 
tumor tissue when the transplants were 
grown in the presence of splenic tissue ob- 
tained from mice previously inoculated 
subcutaneously with methylcholanthrene. 
This tumor-destructive effect could not be 
demonstrated with “normal” spleens or with 
the spleens from mice supplying the tumor 
Furthermore, this reaction could 
not be induced with spleens from mice 
treated with other carcinogens; too, when 
a carcinogenically induced transmissible 
tumor involuted, the recovered host was 
refractory to reinoculation with the same 
tumor. 


tissue. 


It would seem of interest to observe per- 
sons with keratoacanthomas closely from 
an immunological standpoint. A regression 
of these lesions may be related in some 
way to an immune process. In view of the 
histological similarity of the keratoacantho- 
ma and a low-grade squamous-cell car- 
cinoma, it might be that some immune 
process occurs in the person to account for 
the regression of the former lesion. A 
history referable to the resistance to 
bacterial infections, allergic manifestations, 
and serologic and chemical observations on 
the serum might contribute something to the 
mechanism of regression of neoplasms, a 
process that rarely occurs in man but does 
occur frequently in laboratory animals. 
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Ghadially,'? in 1958, pointed out the 
similarity of lesions produced by 9:10- 
dimethyl-1:2-benzanthracene in the skin of 
the rabbit to keratoacanthomas in man. The 
paper by Ghadially 1°? came to my attention 
after this manuscript had been prepared. 
It is of considerable interest, however, to 
observe the close similarity of the history 
and the morphology of these lesions in man 
and the rabbit. Too, the lesions in the 
chicken are very similar to those in the 
rabbit. Keratoacanthomas, according to 
Ghadially,’® appear to start by hyperplasia 
of the hair follicles and metaplasia of the 
sebaceous glands. Fragments of hair shafts 
often persist; this lends support to the sug- 
gestion that these lesions arise from hair 
follicles and not as downgrowths from the 
epidermis.'? The fact that multiple lesions 
histologically similar to keratoacanthomas 
can be produced in the rabbit with car- 
cinogens suggests the possibility that cases 
of multiple self-healing carcinomas may be 
no more than multiple keratoacanthomas 
arising in a genetically susceptible group of 
persons exposed perhaps to an undetected 
carcinogenic stimulus.!® 


Summary 


A squamous-cell tumor occurs in the skin 
of chickens after the local application of 
methylcholanthrene. This tumor 
acterized by a crater in which there is a 
large amount of keratin and leukocytes. 
Lymphocytes, histocytes, and leukocytes are 
present at the periphery of the growth. The 
tumor spontaneously regresses. The simi- 
larity of this squamous-cell tumor in the 
chicken to the keratoacanthoma in man is 
discussed. 


University of Texas Medical Branch. 
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Methoxsalen and Sun-Tanning 


A Blind Study 


OTTO C. STEGMAIER, M.D., Davenport, lowa 


Earlier observations by Fitzpatrick et al. 
and others *® suggested that methoxsalen, 
when taken internally and followed by ex- 
posure to sunlight, produced increased pig- 
mentation and decreased burning of the 
skin. Controlled field trials in Arizona 
proved that pigmentation of the skin is 
augmented by the oral use of this drug.? 
However, the recent blind study by Daniels 
et al.‘ casts doubts on the effectiveness of 
this drug when taken in a dosage of 10 mg. 
The results of present investigation, which 
compares the effects of a sugar placebo and 
20 mg. methoxsalen, indicate that meth- 
oxsalen in this high dose augments the tan- 
ning response. 


Experimental Method 


Identical-appearing tablets of methoxsalen * (10 
mg.) and a lactose sugar placebo were issued under 
code numbers so that neither the physician nor the 
patient knew which preparation the patient received. 
Subjects consisted of patients and volunteers, who 
were directed to take two tablets of the medication 
(20 mg.) two hours before exposure to the sun 
during the months of April and May. The amount 
of skin exposed varied from minimal exposures of 
the face and arms to total-body irradiation, while 
the frequency of exposures varied from once a 
week to five times a week. The subjects were ad- 
vised to increase their exposure time in small in- 
crements. 

Thirty-nine of the subjects had red or blonde 
hair, blue eyes, and fair skin, while the remainder 
had brown or black hair and moderately fair skin. 

After completion of a minimum of one bottle 
(30 tablets) of either the placebo or the methox- 
salen, the subjects were questioned to see if they 


Submitted for publication August 8, 1958. 


* Methoxsalen (Meloxine) and placebos were 
supplied by Harold A. Tucker, M.D. of The Up- 
john Company, Kalamazoo, Mich. 
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TABLE 1.—Effect of Methoxsalen on 
Sun-Tanning * 
Methoxsalen Placebo Total 
Tans more 19 4 23 
No change 9 12 21 
Total 28 16 44 








* y'=5.87. Significant difference to 98% confidence limit. Not 
significant at 99% confidence limit. 


had observed an increased tan or a decreased burn 
in comparison with past experiences without drugs. 


Results 


Tables 1 and 2 summarize the results. 
Five subjects could not complete the study. 
Nineteen of the twenty-eight subjects on 
the active drug indicated that tanning or 
pigmentation was more intense than in pre- 
vious years. Four of the sixteen subjects 
on the placebo also indicated they had 
tanned more. The differences are statisti- 
cally significant to the 98% confidence limit. 

The patients’ evaluation to decreased 
burning of the skin was not as significant. 
Fifteen of twenty-seven on the active medi- 
cation indicated that there was less burning, 
while four of eighteen on the placebo also 
thought they burned less. The differences 
are statistically significant to the 90% con- 
fidence limit. 


TABLE 2.—Effect of Methoxsalen on Sunburning * 


Methoxsalen Placebo Total 
Burns less 15 4 19 
No change 12 14 26 
Total 27 18 45 





* x 7=3.64. Significant difference to 90% confidence limit. Not 
significant at 95% confidence limit. 


». METHOXSALEN AND SUN-TANNING 


Comment 


Experimental work in animals and hu- 
mans with mercury-vapor lamps*? and 
black-light fluorescent lamps ê indicate that 
long-wave ultraviolet waves (above 3,200 A) 
are probably the principal activating waves 
of the furocoumarins. Since the sun in 
April and May contains a higher propor- 
tion of these rays than the midsummer 
sun, the differences between the results 
obtained from this experiment and those 
of Daniels et al. may be reconciled. Prob- 
ably the most likely explanation of the 
differences resulting from these two ex- 
periments is the difference in dosage em- 
ployed. Daniels’ group compared the results 
of largely 10 mg. of methoxsalen, while in 
this experiment 20 mg. was administered. 


Summary 


Pre-solar-ingested methoxsalen when em- 
ployed in sufficient dosage in comparison to 
a placebo will cause increased tanning (98% 
confidence level) and decreased burning of 
the skin (90% confidence level). 

The University of Oregon Medical School, Di- 
vision of Dermatology, did the statistical analysis. 

609 First National Building. 
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Relaxin (Releasin) Therapy in Diffuse Progressive 


Scleroderma 
A Preliminary Report 


JAMES A. EVANS, M.D., Boston 


The results of all methods of treatment 
in 38 cases of diffuse progressive sclero- 
derma were reported from this clinic in 
1953.' Twenty-five of these patients had 
been subjected to extensive sympathectomy. 
The results of all forms of medical treat- 
ment, including steroid therapy, had been 
disappointing. A follow-up study ranging 
from 3 months to 11% years was made, 
and we concluded that extensive sympathec- 
tomy gave the best palliative results, having 
an ameliorating influence in about 88% of 
patients. Improvement was noted chiefly in 
the skin areas of the face, yoke, upper arms, 
and legs and symptomatically on the esoph- 
agus and larynx. Sympathectomy from the 
first to the fifth thoracic segments is of 
value when the face, yoke, and arms are 
involved but not the esophagus. However, 
since the esophagus was involved in 45% 
of all our patients and in 65% of those with 
facial involvement and since the esophagus 
became involved in three patients after sym- 
pathectomy limited to the upper segments, 
we now advocate sympathectomy of the Ist 
to 12th thoracic segments, leaving a gap on 
one side supplying the greater splanchnic 
nerve. The gap is left to prevent a possibly 
incapacitating postural hypotension in a 
normotensive patient. Hands have not been 
benefited very much where the skin is close 
to the bone and where only a small amount 
of subcutaneous tissue is present. If the 
lower limbs are involved, the sympathec- 
tomy is carried down to the third or fourth 
lumbar segment. 


Received for publication April 28, 1958. 
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In an attempt to help these unfortunate 
patients further, we have been using relaxin 
(Releasin)* intravenously, intramuscularly, 
and by rectal suppository. The purpose of 
this communication is to report our results 
after nearly two years of use of this preg- 
nancy ovarian hormone on patients who 
have had sympathectomy. The hormone was 
administered to two patients before sympa- 
thectomy, to three immediately after sym- 
pathectomy, and to six patients three months 
to four years nine months after sympathec- 
tomy. 

Relaxin is a polypeptide-like hormone 
which occurs most abundantly during preg- 
nancy. Its actions were first observed in 
connection with normal changes in the 
pelvic ligaments during pregnancy in some 
Similar changes were 
produced in the pubic symphysial liga- 
ment of estrogen-primed oophorectomized 


species of animals. 


guinea pigs by injection of pregnant-rabbit 
serum or aqueous extracts of sow corpora- 
lutea. Subsequent observations 
strated that symphysial “relaxation” was 
associated with definite histologic and bio- 
chemical changes in the connective tissue of 
the pelvis.2° The chemistry and biology of 


demon- 


relaxin have been reviewed by Hisaw and 
Zarrow,® Frieden and Hisaw,‘ and Sher 
and Martin.® + 

Boucek et al? presented an excellent 
review of the known physiologic effect 


of relaxin “on the metabolism of the 


* Supplied by the Warner-Chilcott Laboratories, 
Morris Plains, N. J. 

t Personal communication by R. L. Kroc and 
B. G. Steimetz, of the Warner-Chilcott Labora- 
tories. 
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s fibroblasts, the appearance and number of 
the mast cells, the general appearance of the 
ground substance and the molecular struc- 
turing of the collagen fibres.” They re- 
ported on 13 unsympathectomized patients 
with scleroderma, primed on estrogen, 
in whom the effects of the disease were 
ameliorated. They noted healing of digital 
ulceration and loosening of the skin. 


Description of Cases 


Of 11 sympathectomized patients treated 
with relaxin (Releasin), nine were females 
and two, males. Their ages ranged from 19 
to 55 years at the time relaxin was started. 
All exhibited widespread scleroderma, 
which was especially severe in the hands 
and face, except in one case. All but one 
had Raynaud’s phenomenon. Nine of the 
eleven patients had esophageal involvement, 
in two instances severe enough to require 
dilation, and one of these patients had a 
“carcinoma in situ.” A third had very 
severe esophagitis in a tube-like esophagus. 

Six patients had pulmonary scleroderma, 
in one of whom it was so severe that the 
patient had two attacks of pulmonary ede- 
ma. Two patients had enlarged hearts and 
exhibited nonspecific electrocardiographic 
changes presumably due to scleroderma, 
since no hypertension or evidence of rheu- 
matic heart disease was present. They were 
both asymptomatic with regard to cardiac 
symptoms. One had gastric scleroderma, 
and another patient who died probably had 
intestinal scleroderma. Four had laryngeal 
involvement and were hoarse. 


Use of Diethylstilbestrol 


All 11 patients were primed with diethyl- 
stilbestrol, 1 mg. daily, and this was 
continued throughout therapy. When 
menorrhagia occurred in four patients, di- 
ethylstilbestrol was discontinued until 
bleeding stopped and then resumed at a 
lower dosage. Temporary slight hypertro- 
phy of the breasts developed in one male 
patient. This subsided although the dose of 
diethylstilbestrol was not altered. 
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Method of Relaxin Therapy 


Duration of treatment has ranged from 
7 to 23 months. Treatment was started in 
the hospital in seven cases with relaxin 
given intravenously for three to seven days 
in increasing doses from 2.5 mg. to 80 mg. 
in 5% dextrose and saline solution. After 
preliminary intravenous therapy the gel 
preparation was given intramuscularly in 
doses ranging from 30 mg. to 50 mg. two 
to seven times a week. According to the 
availability of material and soreness of the 
buttocks, the saline preparation was some- 
times alternated with gel injections. Four 
patients have subsequently received rectal 
suppositories containing 40 mg., taken each 
night, Four ambulatory patients were started 
on intramuscular gel relaxin. All patients 
were first tested with 0.1 cc. of relaxin in 
saline solution intradermally to rule out 
allergy. 


Complications of Relaxin Therapy 


Local allergy to injections of relaxin in 
gel developed in two patients, but they con- 
tinued to tolerate injections when two drops 
of hydrocortisone was added to the material. 
One patient had a fatal anaphylactoid reac- 
tion after intravenous injection of about 1 
mg. of relaxin. She had been under con- 
stant treatment for 20 months, at first re- 
ceiving intravenous doses up to 80 mg., then 
intramuscular injections up to two months 
before death, during which time she used 
rectal suppositories daily. This tragic oc- 
currence should stand as a warning that any 
patient should be retested for sensitization 
if he is to receive intravenous therapy again 
after a course of relaxin by other routes. 

The gel preparation caused great discom- 
fort if given too low in the buttock; severe 
buttock soreness also occurred after a few 
weeks if the gel preparation were given 
daily. Four of these patients with sore 
buttocks are now taking relaxin in supposi- 
tory form. Two patients were subsequently 
given relaxin in saline solution intramuscu- 
larly. In two patients who had postural 
hypotension as a result of sympathectomy, 
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relaxin seemed to exaggerate their sense of 
exhaustion when standing up, but this dis- 
appeared with temporary cessation of ther- 
apy. 


Effect of Relaxin When Given Before 
Sympathectomy 


When the hormone was given before 
sympathectomy in two patients, one became 
progressively worse, and no notable im- 
provement was observed after sympathec- 
tomy. This patient died of an anaphylactoid 
reaction. The second patient improved only 
slightly after three months’ treatment. 
However, one month after sympathectomy 
the neck and thoracic skin loosened up well. 
Measure of skin resistance by a saline in- 
jection pressure gauge showed that relaxin 
therapy, continued by rectal suppositories 
of 40 mg. for 14 months, caused further 
loosening of the skin (Fig. 1 and Table 1). 
This patient was one of two males in our 
his condition was unusual in 


series, and 


Fig. 1—Machine for measuring intradermal tis- 
sue pressure (designed by Sodeman and Burch *). 
Unfortunately, we did not have this valuable aid 
to study skin mprovement objectively over the en- 
tire period of observation of our patients in this 
series. 
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. 
TABLE 1.—Saline Skin Resistance After Three e 


Months of Relaxin Intramuscularly and by 
Rectal Suppository, and After Thoracic 
Sympathectomy Plus Fourteen 
Additional Months of Relaxin 
by Rectal Suppository, 

40 Mg. Daily 








Saline, Cm. 


m n — 


Right Left 
9/5/57 11/26/58 9/5/57 11/26/58 
Dorsum of hand 65 30 100 35 
Volar surface of forearm 110 60 100 60 
Acromioclavicular joint 290 60 300 60 
Anterior superior spine 200 65 = 70 


of ilium 


several respects. He never had Raynaud's 
The 


arthralgia and fever. The involvement was 


phenomenon, onset was acute with 
en cuirasse, with severe scleroderma of the 
upper arms but not of the hands, face, or 
viscera. At first he was thought to have 
scleredema, and this impression was borne 
out by biopsy; however, two months later 
the findings after a second biopsy were 


typical of scleroderma. 


Effect of Relaxin Given Months to Years 
After Sympathectomy 


Six patients started courses of relaxin 
therapy long after sympathectomy, when 
improvement had seemed to reach a plateau. 
The skin areas showed definite further im- 
of 


patient exhibited decided improvement of 


provement in four these cases. One 
the face and hands after sympathectomy 
alone before relaxin was started. In fact, 
he was able to resume piano practice again, 
being a professional pianist. However, the 
esophageal scleroderma and esophagitis re- 
mained a major problem after seven months 


At 


for duodenal ileus brought 


of relaxin therapy. this time he was 


rehospitalized 
on by severe postural hypotension, malnu- 
development of mesenteric 


trition, and 


pedicle compression. Gastre enterostomy 
was performed. Intense intravenous relaxin 
therapy was then carried out for one week, 
the patient receiving 20, 40, 80, 80, and 80 
mg., respectively, in dextrose daily. During 
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these five days he continued to be very de- 
pressed and vomited bile but not food. 
Swallowing was very difficult. A roentgeno- 
gram of the esophagus showed that it was 
still a narrow tube with minimal peristalsis. 
This patient had undergone a very extensive 
sympathectomy, from the 2d thoracic to the 
4th lumbar on the left and the Ist through 
the 10th thoracic and the 2d and 3d lumbar 
on the right. The “gap” on the right side 
did not include the main branches to the 
greater splanchnic nerve, but these were 
omitted purposely in order to sympathecto- 
mize the badly involved esophagus more 
thoroughly. Since going home, the patient 
has continued to vomit. His skin improve- 
ment is attributed to sympathectomy and 
occurred before relaxin was given. The 
sixth patient in this group died of an 
unknown cause. 


Effect of Relaxin Given Immediately 
After Operation 


Because we found that sympathectomy 
often resulted only in improvement to a 
certain plateau, and sometimes none, and 
since the esophagus proved to be a major 
problem in some cases even after sympa- 
thectomy, we decided to use relaxin imme- 
diately after operation. This policy was 
supported by a lack of any notable improve- 
ment in the two patients who had received 
relaxin before sympathectomy. 


Of the three patients who were given 
relaxin immediately after sympathectomy, 
one received 50 mg. of gel three times a 
week for four months and reported she was 
very happy with the result and was back at 
work. The skin of the hands and arms had 
improved, and the Raynaud's phenomenon 
was gone. She could drive her car in cold 
weather without gloves. The trophic lesions 
on her fingers had healed. She had under- 
gone bilateral sympathectomy of the Ist 
through the 10th thoracic segments. Roent- 
genograms revealed esophageal scleroderma, 
which was asymptomatic. 


+ This patient subsequently died from a ruptured 
esophagus. 


Evans 


In another of these three patients in- 
volvement of the arms, hands, and legs was 
extensive, with resistant ulcers over both 
malleoli of the left ankle. A bilateral lum- 
bar sympathectomy was performed nine 
months previously, and relaxin therapy 
started at the same time. The first three 
doses consisted of 80 mg. intravenously ; 
then 50 mg. of gel was given every second 
day for five and one-half months. Although 
unsympathectomized, the skin in the tho- 
racic area, the forearms, yoke area, and face 
became much looser. The hands did not 
improve, and, although the lower extremi- 
ties were sympathectomized, the leg ulcers 
were no better. The patient was, therefore, 
hospitalized and for one week received 
chloraquine, 500 mg. daily, without im- 
provement. Relaxin was given intravenous- 
ly, 80 mg. daily, together with chloraquine.§ 
She also was taking 1 mg. of diethylstilbes- 
trol per day during this five and one-half 
month period. The ulcers appear to be im- 
proving. 

The third patient in this group died four 
months after operation, during which time 
relaxin in saline solution, 20 mg. three times 
a week, had been given. She had had the 
disease only one year and exhibited pro- 
nounced scleroderma of the whole integu- 
ment with pigmentation and edema of the 
legs. Scleroderma affected both the esopha- 
gus and lungs. Death was caused by anu- 
ria; the immediate cause was choking on 
scrambled eggs. She also had undergone 
a very extensive bilateral sympathectomy, 
from the first thoracic to the second lumbar, 
with a gap of the sixth, seventh, and eighth 
in order to preserve the splanchnic nerves. 
After two and one-half months of therapy, 
she wrote that “the skin seems so much 
more relaxed.” However, her doctor wrote 
at the time of death that “her lower limbs 
were board-like and she 
the last four days.” 


could not walk 


§ Personal communication from Dr. Bayliss, who 
reported dramatic improvement in one patient with 
scleroderma of the hands on combined relaxin and 
chloraquine therapy. 
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Effect on Viscera 


Eso phagus.—Of nine patients with esoph- 
ageal scleroderma demonstrated by barium 
swallow, eight had dysphagia. Difficulty in 
swallowing was improved in three, although 
the roentgenogram still showed involvement. 
In a fourth patient, the dysphagia disap- 
peared entirely, and barium swallow no 
longer indicated the presence of disease. 
Four patients showed no signs of improve- 
ment, either symptomatically or on the 
roentgenograin of the esophagus, and in one 
patient the follow-up observation has been 
too short to tell what the outcome will be. 

Lungs.—No_ follow-up chest roentgeno- 
grams have been taken as yet in patients 
with pulmonary scleroderma, except in one 
patient, who had two attacks of acute pul- 
monary edema. In this case the x-ray ap- 
pearance of the lungs remained the same, 
but after 22 months of relaxin therapy 
paroxysmal dyspnea and cough have disap- 
peared and exertional dyspnea is greatly 
improved. Both of the acute attacks were 
relieved by intensive intravenous therapy 
with doses up to 80 mg. of relaxin daily for 
7 and 11 days, respectively. Objective im- 
provement was also evident in the skin re- 
sistance test and vital capacity (Tables 2 
and 3). 

Larynx.—Hoarseness has become less 
severe in two of three patients with laryn- 
geal involvement. 

Heart.—No follow-up 
available at this time. 


information is 


TABLE 2.—Intradermal Tissue Pressures Before 
and After Administration of 350 Mg. of Relaxin 
Intravenously in Eleven Days * 











Saline, Cm. 
Right Left 
Before After Before After 
Dorsum of hand 140 100 140 44 
Over midclavicle 80 34 80 34 
Dorsum of foot 120 60 104 42 
Over anterior superior 60 42 60 42 


spine of ilium 





* Doses: 20, 20, 20, 20, 20, 20, 40, 40, 50, 50, 50, mg. 
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TABLE 3.—Vital Capacity im Patient with 
Pulmonary Scleroderma and Acute Pulmonary 
Decompsensation Before and After Intensive 
Course of Relaxin Intravenously and 
Intramuscularly * 


Time, Sec. Before, Ce. After, Ce. 
1 900 1,200 
2 1,000 1,300 
3 1,100 1,400 


* 20-50 mg. for 3 days and 30 mg. daily for 6 days intravenously ' 
then 40 mg. in gel intramuscularly every second day for next 5 
wk. 


Results on Leg Ulcers——One 37-year-old 
woman who had had sclerodermatous ulcers 
on her legs since the age of 14 has shown 
dramatic improvement and healing (Fig. 2). 

Another patient underwent thoracic sym- 
pathectomy for scleroderma of the face and 
yoke area. Ulcers developed over the shins 
in the unsympathectomized legs. Desultory 
use of relaxin gel intramuscularly did not 
bring about healing, and this patient ob- 
jected to soreness in the buttocks. When 
she received rectal suppositories of relaxin 
(40 mg.) for three months, the ulcers 
healed (Fig. 3). The healing of leg ulcers 
by rectal suppositories in this case has been 
our principal supporting evidence that re- 
laxin by the rectal route is effective. 

A third patient with leg ulcers underwent 
a bilateral lumbar sympathectomy and re- 
ceived relaxin gel, 50 mg. every other day, 
for five and one-half months; intensive in- 
travenous therapy was then given without 
healing. The leg ulcers showed but little 
improvement after treatment with supposi- 
tories of relaxin for two months, during 
which time she could not retain them. How- 
ever, during the last two weeks she has 
retained them well and reports that the 
ulcers are slowly healing and have been less 
painful. 

Pigmentation has faded in two patients, 
as noted in colored photographs, over the 
years. One of these patients is shown in 
Figure 4. Some of this effect is the result 
of sympathectomy, but further fading oc- 
curred after relaxin. The patient attests to 


the fact that this pigmental fading is real- 


and not merely the result of photographic 
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for 23 years. 


These ulcers were present 


Fig. 2—(a) April 22, 1953, before releasin treatment. 
(b) June 12, 1953, after seven weeks of topical treatment before lumbar sympathectomy. (c) Oct. 
topical therapy. (d) March 6, 1956, only 


28, 1955, two years four months after sympathectomy plu 
this one ulcer remained two years nine months after sympathectomy, before starting releasin on this 
date. (e) Ulcer beginning to heal after two months of intramuscular releasin therapy. (f) Feb. 20, 


1957, ulcer healed after 11 months of intramuscular releasin therapy 





Fig. 3.— (a) Dec. 14, 1956. Thoracic sympathectomy April 16, 1956. Desultory treatment with 
intramuscular injections of saline and gel releasin (buttocks too sore) was given from July, 1956, to 


June, 1957. During this time ulcers developed on leg. (b) June 14, 1957, after seven months more of 


desultory therapy with releasin given intramuscularly one ulcer has healed. (c) Aug. 8, 1957. after 


two months of daily use of rectal suppositories of releasin, 40 mg. each, second ulcer has healed. 


Fig. 4—(a) May 3, 1951, one year after thoracic sympathectomy. Lumbar sympathectomy was 
pertormed two days after this picture. (D) October, 1957, after 20 months of releasin therapy and 
four years nine months after extensive sympathectomy. Note loss of pigmentation. (c) October. 


1957, before releasin therapy she could abduct arms to 120 degrees. Hands have improved only 


slightly. 
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technique or darkening of the first colored 
print over the years. 


Summary 


The relaxin hormone obtained from the 
ovaries of pregnant sows (Releasin) helps 
to loosen the skin of sclerodermatous pa- 
tients. 

Sympathectomy combined with relaxin 
and diethylstilbestrol therapy brought 
greater flexibility of the skin in 8 of the 11 
patients, being most effective in the face, 
neck, yoke, upper and lower arms, chest, 
abdomen, and legs. The hands showed a 
little improvement, such as healing of ulcers 
or erosions. However, finger mobility was 
rarely improved. 

We have the impression that relaxin has 
a better effect in sympathectomized areas 
of the skin, because in two patients who had 
received relaxin before sympathectomy, the 
skin showed no definite improvement. 


Of three patients who received relaxin 
immediately after sympathectomy, the skin 
of one was notably improved. The second 
patient showed improvement in the unsym- 
pathectomized facial, cervical, and arm skin 
but only slight improvement as yet in the 
sympathectomized leg area with an ulcer. 
The third patient died four months after 
treatment was started. 


Relaxin has also led to further loosening 
of the skin in four of six patients. In these 
cases, the therapy was begun four months to 
four and three-fourths years after sympa- 
thectomy when improvement had reached a 
plateau. 

One patient with severe pulmonary scle- 
roderma was twice saved from acute pulmo- 
nary decompensation by vigorous therapy 
with relaxin given intravenously. Shoulder 
mobility improved spectacularly following 
the first episode. Notable improvement of 
the voice occurred in two instances, one 
patient being able to sing again. 

In one patient, leg ulcers which had been 
present for 23 years and persisted after 
lumbar sympathectomy, finally healed on 
relaxin therapy. In a second patient with 
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a leg ulcer who had undergone only a tho- 
racic sympathectomy, the ulcer healed in 
two months on relaxin suppositories when 
desultory therapy with intramuscular injec- 
tions had failed. 


Barium swallow showed esophageal scle- 
roderma in 9 of the 11 patients who had 
esophageal scleroderma; 8 of these patients 
had dysphagia. Improvement of dysphagia 
was notable in four patients, including two 
who had required dilation. Dysphagia did 
not improve in three instances. In the one 
patient who had asymptomatic scleroderma 
of the esophagus, roentgenograms still show 
evidence of esophageal disease. The obser- 
vation period is too short for comment in 
the ninth patient. Eight of the nine pa- 
tients with scleroderma of the esophagus 
demonstrated by x-ray examination still 
show evidence of the disease by barium 
swallow. 


Three of the eleven patients in this study 
have died: one died of esophageal involve- 
ment; one with intestinal involvement died 
of unknown cause, and one died of an 
anaphylactoid reaction after intravenous 
injection of relaxin. 


Lahey Clinic, 605 Commonwealth Ave. (15). 
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Observations on Radiation Exposure in Dermatologic 


X-Ray Therapy 


HERBERT S. ALDEN, M.D.; H. STEPHEN WEENS, M.D., and HARRY D. YOUMANS, B.S., Atlanta 


Although for 50 years, since men began 
to use x-rays in the diagnosis and treat- 
ment of disease, the medical profession has 
been concerned with the safety of the pa- 
tient in radiation procedures, it was not 
until recently that the extent of the radia- 
tion hazard became apparent to us all— 
physician, atomic scientist, and the public 
alike. This was in part due to a previous 
lack of accurate mensurating devices and 
a lack of basic standards. But, strangely 
enough, it was the alarm produced among 
the geneticists by the explosion of the 
thermonuclear bomb that drew attention to 
the radiation exposures which have long 
occurred in the practice of medicine. 

In 1956, two groups of radiation special- 
ists, atomic scientists and geneticists, as- 
sessed the radiation dangers to the general 
public, particularly from the explosion and 
manufacture of the atomic and hydrogen 
bombs. The reports of these men on the 
biologic effects and possible hazards of 
ionizing radiation were published in the 
United States by the National Academy of 
Scientists ! and in England by the Medical 
Research Council of Great Britain.? 

These reports, especially that of the 
Medical Research Council of Great Britain, 
if read carefully, show the distinguished 
authors to be fully conscious of the paucity 
of accurate 


data on which to base final 
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conclusions and of the many unknowns 
and uncertainties in producing radiation 
protective standards or even coming by 
more than an “educated guess’ for a 
“minimal permissible dose” of x-radiation 
for the general public. As for the genetic 
effects of radiation to the gonads and its 
possible production of dangerous mutations, 
the report read as follows: 

“Nowhere in this report have we been 
more conscious of the difficulties of the task 
and of limitation of knowledge at our dis- 
posal than in considering the genetic ef- 
fects of radiation. The established scanty 
evidence in this field provides but an inse- 
cure basis on which to frame answers to 
the many important questions now being 
asked.” 

A geneticist, H. J. Muller, whose experi- 
ments with mutations in the fruit fly pro- 
duced by x-rays and whose writings on the 
subject have often been reported out of 
context,®* seems to have had much to do 
with the alarm over harmful mutations of 
human genes when exposed to atomic radia- 
tion. In 1955, Muller 5 has already become 
“.. . the wide circulation of 
some statements by certain prominent pub- 
licists, that the bombings of Nagasaki and 
Hiroshima have left the descendant popu- 
.” and 


. urging an 


concerned over 


lation unharmed or even improved . . 
of others of the same ilk “. 
end to all nuclear tests on the ground that 
they have already seriously undermined the 
genetic basis of all men.” He writes that 
“both of these contrary claims are so far 
from the truth that they can only be in- 
terpreted as special pleadings dictated by 
an ulterior motive.” But he adds that physi- 
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cians often prefer ignorance of the matter 
to controversy and reform, 


But does this mean, as some have im- 
plied,°* denunciation of all atomic testing 
and of the continued use of x-rays in medi- 
cine? Not at all. The genetics committee 
of the National Academy of Science?! “rec- 
ommends the general public (not an indi- 
vidual) of the United States be protected, 
by whatever controls may prove necessary, 
from receiving a total reproductive life-time 
dose (from conception to age 30) of more 
than 10 Roentgens of man-made radiation 
to the reproductive cells.” This, mind you, 
refers to whole-body radiation. They fur- 
ther recommend, “medical authorities of 
this country should initiate a vigorous 
movement to reduce the radiation exposure 
from x-rays to the lowest limit consistent 
with medical necessity; and in particular 
that they take steps to assure that proper 
safeguards always be taken to minimize 
the radiation dose to the reproductive cells.” 
After assessing the hypotheses and_ the 
meager reports of possible genetic damage 
in man from radiologic procedures, the re- 
port to the Medical Research Council of 
Great Britain? concludes: “ if a rela- 
tively small group of prospective parents 
receive a doubling dose (range of 30-80 
Roentgens) of radiation, no noticeable ef- 
fects will be produced either on their im- 
mediate offspring or their descendants. For 
levels of radiation up to the doubling dose 
or even some way beyond, the genetic ef- 
fects are only appreciable when received 
over the population as a whole and need 
cause no alarm to the individual on his 
own account.” The reporters add that there 
is little or no information on the effects 
of the less penetrating rays used in thera- 
peutic x-radiation, and it is not possible to 
state a figure for the dose to the gonads 
from this source. 


In general, irrational fever and fears 
have been expressed by the press and in 
public statements and letters from leaders 
in the political and atomic fields, which 
show the deep concern for the moral in- 
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volvement and guilt, associated with an aura 
of mystery, in the uninhibited use of atomic 
energy. 


With this mixture of fear, force, and 
fraud some immature and unwise public 
statements have produced much exaggerated 
concern among the general public.’ The 
medical profession has by no means been 
immune to these occurrences. In 1957, 
nearly every widely read medical journal 
contained excerpts from one or more of 
the reports referred to above, often coupled 
with editorials *'* warning of dire things 
to come because of uninhibited use of 
x-rays for the treatment of nonmalignant 
disease. The roentgenologists and the der- 
matologists have shared alike in these criti- 
cisms of past and present sins. But there 


are some calmer voices from Crow,® Neel, 
Taylor,'* and Teller.?® 


While the basic radiation standard, the 
“maxmal permissible dose” for general oc- 
cupational and public exposure, is no doubt 
accurate, a better and more realistic stand- 
ard is needed as a guide for the medical 
profession as a whole. There is an obvious 
need for a better perspective in weighing 
the objectives. The physicians’ contribution 
must be a desire to formulate a sort of 
philosophy of radiation protection, as well 
as to help in the development of radiation 
protective standards. But, since there are 
many uncertainties, many assumptions, and 
such frequent changes, we, therefore, must 
think in terms of protection goals rather 
than protective standards.!+15 Even the 
goal is difficult of definition. For instance 
we must abandon the term “tolerance dose.” 
It is a complete misnomer, since any 
amount of radiation is harmful. We must 
forget the “erythema dose” as a measure- 
ment for dermatologic therapy, since more 
modern measuring devices show that it may 
vary from 270 r to 1,000 r over a range 
from 100 to 1,000 kv. Since the 1930's, 
x-ray dosage has steadily been reduced. 
In 1934, the permissible dose was calculated 
at 0.2 of an erythema dose per day, and; 
in 1936, 0.1 of an erythema dose or 50 to 
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" 100 r; in 1948, it was 36 r, and, since 1948, 
it has been 15 r or less. While the permis- 
sible dose appears to have been reduced 
numerically, it is in fact probably not re- 
duced biologically. But there is no single 
record in which such exposure produced 
detectable injury.14:5 

It is important here to understand clearly 
that these dose figures and the figures given 
for the maximal permissible dose refer to 
whole body radiation and are not in refer- 
ence to localized body exposure as used in 
good dermatologic procedure. It has been 
clearly pointed out by Crossland !* that 
there has been much neglect among geneti- 
cists, atomic scientists, and medical men in 
not stressing this fact to both the general 
and the medical public. 

It is in the light of these reports and 
these facts, if indeed they be facts, that we 
have in a small way made an attempt to 
measure the quantity of x-rays occurring 
at or near the gonads in patients receiving 
routine dermatologic therapy. 

Laughlin, Meurk, Pullman, and Sher- 
man ™ have very adequately summarized the 
estimates and measurements of gonadal 
dose that occurs in many radiologic tech- 
niques. They find that it is not realistic to 
produce a simple list of diagnostic proce- 
dures, each with its own specific and single 
value of associated gonad dose. Even if all 
the inherent variations of procedure (the 
kilovoltage, the milliamperage, distance, and 
tilt of tube or patient) among roentgenolo- 
gists were known, the resultant estimate 
would still be only approximate. As would 
be expected, the closer the exposure to the 
pelvis the higher was the gonad dose. In 
the production of chest films using a kilo- 
voltage of a 100 or less and a milliamperage 
of 5 or less (which approximates dermato- 
logical dosage) the average gonadal dose 
was l mr or less except in fluoroscopy 
when values rose to 3 mr. With more ade- 
quate lead shielding, on a phantom, Laugh- 
lin was able to show a reduction of this 
small exposure by 80% to 90%. 
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Chamberlin '* presented data before the 
National Research Council on the approxi- 
mate radiation received by the gonads from 
a single conventional x-ray film of the chest 
as of the order 0.25 mr and for a regular 
photofluorograph as of the order of 5.0 mr. 
Perkins estimates that this is 1/200th of the 
total dose received. It would then take 
2,000 of such chest films during the first 30 
years of life to use up the entire 10 r of 
gonadal radiation allowed by the permissible 
dose, 


Many fewer experimental measurements 
and estimates of gonadal dosage from the 
use of superficial localized x-ray therapy 
as used by the dermatologist have been 
done. So there is a need of more studies 
among dermatologists in the manner so ably 
begun by Witten, Sulzberger, and Stew- 
art.1°*! Since dermatologists generally in 
the past 20 years have developed and abide 
by a standard of x-ray dosage both qualita- 
tive and quantitative? such measurements 
should be considered as a more accurate 
estimate of the genetically significant dose 
to the gonads and, therefore, should not be 
subject to the wide variations inherent in 
the multiple techniques of the roentgenolo- 
gist. 

Among the first to produce such experi- 
mental evidence of gonadal dosage were 
Callaway, Moseley, and Barefoot,?? who, 
in 1948, reported on the scattered radiation 
occurring at the testicle as measured by a 
Victoreen Roentgen Meter. They used a 
standard x-ray tube with a half-value layer 
of 0.35 mm. of aluminum, 85 kv., 3 ma., 
and tube distance of 25.4 cm. (10 im) 
which produced a measured dose of 100 r 
per minute. Repeated calculations with a 
Victoreen Roentgen Meter showed that 
under these conditions each 100 r directed to 
the face of the phantom dummy resulted in 
an intensity of 34 mr (0.034 r) of scattered 
irradiation, measured in air at 75 cm. (30 
in.) from the center of the x-ray beam. 
They conclude: “Since the average patient 
receiving roentgen ray therapy to the face 
received not more than sixteen treatments 
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of 100 r to each side of the face, a total of 
thirty-two exposures might be hypothe- 
cated. Assuming that the maximum of 
thirty-two exposures might be used in a 
given person, only 1.088 r (1,008 mr) 
would be expected to reach the scrotal area 
during the entire series of thiriy-two treat- 
ments.” We might add that this dose would 
occur Over a period of 16 weeks. Their in- 
terest, however, was in the amount to steri- 
lize or suppress spermatogenesis, not in the 
genetically significant dose of radiation. 
Purser and Grist ** undertook to obtain 
a rough estimate of the population genetic 
dose for radiotherapy by a sample survey 
of hospital procedures in the Copenhagen 
area, in 1957. But they included all radio- 
therapy, in which there were no fixed set 
of standards and no systematic direct meas- 
urements. They reported that gonad doses 
received from superficial skin therapy in the 
30 to 60 kv. range (no record of other 
factors) were so low that a sample series 
of measurements was insufficient to estab- 
lish the They mention that badly 
shielded, usually antiquated, apparatus gave 
sut they con- 


dose. 


much higher gonad doses. 
clude: “Even when taking into account the 
inaccuracies inherent in our methods we 
consider the contribution of radio-therapy 
to the genetically significant ‘man-made’ 
radiation is small enough to be negligible 
compared with diagnostic radiology.” 
Impelled by the same concern, which 
later prompted us to measure the gonadal 
dose, Witten, Sulzberger, and Stewart 19-21 
early in 1957 reported a series of very 
careful and well-controlled studies on the 
quantity of radiation reaching the gonads 
in dermatologic therapy. We have 
unable to discover any earlier or better se- 


been 


ries of direct systematic measurements dur- 
than that 
contained in these reports, and repetition 


ing superficial skin treatment 


of these measurements by others would 
seem desirable. 

These authors rightly emphasize the im- 
portance of stating all the factors which 
may enter into the production of scattered 
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‘adiation, in order to arrive at a reasonable ’ 
estimate of that amount occurring at the 
gonadal area. They used two x-ray ma- 
chines with an oil-cooled, glass-window 
x-ray tube mounted in a metal housing. 
One unit utilized a sturdy wooden table; 
the other, a steel-enclosed cabinet type table. 
30th machines delivered unfiltered radia- 
tion, with a half-value layer of 0.9 mm. of 
aluminum, operated at 90 to 114 kv. and 
74 ma. The target-skin distance was 10 in. 
and the irradiated field no greater than 12 
in. With use of one and sometimes two 
Keleket dosimeter readings in a calibrated 
scale from 0 to 200 mr placed in the genito- 
crural fold in males and under the back in 
females the quantity of radiation was meas- 
ured in various positions. In the treatment 
of acne on the face in the prone position 
the dosimeter readings varied from 2 to 
150 mr in a range of dose from 85 to 340 r. 
In the treatment of the hands in the sitting 
position the dosimeter readings varied from 
0.0 to 200 mr in a dose range from 85 to 
240 r. These wide variations in readings 
are very real and are dependent upon many 
factors, such as distance from x-ray tube 
to dosimeter (size and length of the pa- 
tient), the placing of patient, and methods 
of shielding. Add to this the inherent varia- 
tion in dosimeter sensitivity at such low 
rates of irradiation, These figures were 
closely approximated by many such “treat- 
ments” on a phantom dummy.* 

Employing similar x-ray equipment, we 
have arrived at measurements of x-rays at 
or near the gonads that closely approximate 
those of Witten, Sulzberger, and Stewart.!" 


Equipment and Methods 


Two x-ray machines were used in these observa- 
tions. One was a Keleket model with an extension 
arm holding an air-cooled, metal-enclosed, Machlett 
x-ray tube above the patient and with a wooden 
treatment table with no metal attachments. The 
other, a standard Universal treatment x-ray ma- 
chine and table, with a self-rectifying tube enclosed 


* Such a short review of this series of papers is 
unfair to the authors. It is hoped that all interested 
in this subject will see fit to read these articles in 
their entirety. 
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Fig. 1.—Method of 
measurement of radiation. 


©- 
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in a metal housing, attached to a stationary metal 
arm and upright. The table was metal, excepting 
the wooden top covered with a leatherette cushion. 
There was no equipment under either table. 

Just prior to these observations both machines 
had been accurately calibrated and set to deliver 
x-ray as follows: 

(1) Keleket and Machlett tube: HVL 0.75 mm. 
of aluminum at 86 kv., 5 ma. and TSD of 18.4 
cm. (7.36 in.) to deliver 230 r per minute measured 
in air. 

(2) Universal machine and tube: HVL 0.35 mm. 
of aluminum at 80 kv., 5 ma, and TSD of 24.4 
cm. (9.76 in.) to deliver 140 r per minute measured 
in air. 

A Victoreen Minometer Chamber of 10 mr ca- 
pacity and Landsverk Dosimeters reading from 
0.0 to 0.200 r and from 0.0 to 2 r were used 
in these experiments. All were calibrated against 
a Victoreen Condenser R-Meter. 

With the patient lying prone on the table or 
sitting at the table, one finger type dosimeter was 
placed on each side of the lower abdomen and 
one in each lumbosacral area and the larger Vic- 
toreen Minometer Chamber was placed between the 
legs at the scrotum or perineal area (Figs. 1 and 
2). Conventional shielding of the chest, scalp, and 
arms with lead rubber was done. 

A total of 52 observations on 27 patients were 
performed. In one group of acne patients treat- 
ment was given to the face only, with no cone 
used; in another group of acne patients treatment 
was given to the chest, back, and face, with no 
cone used, and both types were treated with an 
8 in. diameter copper cone; one group of patients 
was treated for hand eruptions, sitting at the table 
with and without cone. In addition, three patients 
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2 DOSIMETERS 


VICTOREEN MINOMETER 
„~ CHAMBER 


M. 


were treated with perianal or groin eruptions and 
three patients were treated with small cones for 
epithelioma or verruca. 

The amount of x-ray in milliroentgens as regis- 
tered at these sites are reported as average readings 
of all patients so treated (Fig. 1 and Table 1). 

Small changes in technique, such as tilt of the 
tube, movement and variations in lead shielding, 
height and weight of patient, and even size of the 
breast caused the readings to vary, and in addition 
there is an inherent variation factor of 35% to 
40% in the dosimeters at the high and low kilo- 
voltages. In addition, it is well known that there 
is some inherent leakage in all x-ray tubes (more 
in antiquated or poor equipment)™ and it has been 
shown that 3 mm. of iron even more than lead is 
a poor scatterer of x-rays in the vicinity of the 
tube.” Some or all of these factors may account 
for the wide variation in the dosimeter readings 
in such observations as made by Witten et al. and 
by us. However, distance from the tube, direction 
of the ray, and density of the body seem to be the 
most important factors. 


2 DOSIMETER 





VICTOREEN MINOMETER 
CHAMBER 
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Fig. 2—Method of measurement of radiation. 
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TABLE 1.—Quantity of Radiation Reaching the Groin, Abdomen, and Sacral Regions 
in Routine X-Ray Treatment of the Skin* 








Average Recorded 








Total Dose Distance from Dose, mr 
Treatment, Skin Areas Tube to : 
r (mr) Irradiated Pubis, In. Cone Used Lead Shield Groin Abdomen Sacrum 
200 Sides & front of face Average 21.6 None Conventional 10.3 10.7 2.5 
(200,000) 
200 Sides & front of face Average 21.6 Copper 8 in. diameter Conventional 0.0 5.2 2.0 
(200,000) 
425 Sides & front of face, Average 21.6 None Conventional 9.0 79.0 22.0 
(425,000) chest, & back 
425 Sides & front of face, Average 21.6 Copper 8 in. diameter Conventional 5.8 50.4 4.95 
(425,000) chest, & back 
425 Sides & front of face, Average 21.6 None Conventional 7.0 15.0 5.0 
(425,000) chest, & back & lead rub- 


ber abdomen 





* Factors used: Machlett tube—HVL 0.75 AL, 85 kv., 5 ma., 8 in. TSD (18.4 em.); 
Universal tube—HVL 0.35 A1., 80 kv., 5 ma., 10 in. TSD (24.4 em.); 


Landsverk dosimeters—range of 0-0.2 r., 0-2.0 r; 


Victoreen minometer chamber—range of 0-10 mr. 


As would be expected, the more radiation used 
on the face or chest, and the closer the exposure 
to the pelvis, the greater was the dosimeter reading. 
But in the treatment of acne as shown in Table 1 
when using a total dose of 200 r to the face only 
(75 r to each side and 50 r to the front), with no 
cone, and conventional lead shielding, we got aver- 
age readings of 10 mr to the abdomen and groin, 
and 2.5 mr in the sacral region. When we used 
an 8 in. diameter copper cone with the same treat- 
ment factors, no readings could be had in the groin, 
only 5 mr at the abdomen, and 2 mr at the sacrum. 
When treating the chest, back, and face for acne 
with a total dose of 425 r, a similar reduction in 
the “gonad dose” was obtained by the use of a 
cone. Lowering of the “gonad dose” was obtained 


with the use of a lead-rubber shield to the abdomen. 
(Fig. 6). 

When we treated skin eruptions of the hands 
and feet in the range of 50 to 100 r doses and with 
the patient seated at the table, the dosimeters 
registered 10 mr at the groin, 100 mr on the 
abdomen, and 3 mr at the sacral area (Tables 2 
and 3). With the use of 8 in. diameter copper 
cone the dose was significantly reduced, and with 
the additional use of lead rubber under the hands 
and in the lap, the dosimeters registered no radia- 
tion (Fig. 6). 

In the treatment of the groin and perineum the 
testicular exposures were significantly high, even 
with conventional lead shielding. The dosimeters 
recorded as high as 1,420 mr for 150 r of treatment 


TABLE 2.—Quantity of Radiation Reaching the Groin, Abdomen, and Sacral Regions 
im Routine X-Ray Treatment of the Skin* 











Average Recorded 


Total Dose Distance from Dose, mr 
Treatment, Skin Areas Tube to m a‘ 
r (mr) Irradiated Pubis, In. Cone Used Lead Shield Groin Abdomen Sacrum 
100 Hands, back, & front 20 None No 10.0 109.0 3.0 
(100,000) 
50 Hands, back 21 Copper 8 in. diameter Lead rubber 0.0 5 0.0 
(50,000) wrists 
50 Hands, back 22 Copper 8 in. diameter Lead rubber 0.9 6 0.0 
(50,000) under hands 
50 Hands, back 20 Copper 8 in. diameter Lead rubber 0.0 1.0 0.0 
(50,000) lap 


eee 


* Factors used: Machlett tube—HVL 0.75 Al., 85 kv., 5 ma., 8in. TSD (18 4 em.); 


Universal tube—HVL 0.35 Al., 80 kv., 5 ma., 10 in. TSD (24.4 «m.): 


Landsverk dosimeters—range of 0-0.2 r., 0-2.0 r; 


Victoreen minometer chamber—range of 0-10 mr. 
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TABLE 3.—Quantity of Radiation Reaching the Grom, Abdomen, 


and 


Sacral Regions 





in Routine X-Ray Treatment of the Skin * 








Total Dose Distance from 


Average Recorded 
Dose, mr 





Treatment, Skin Areas Tube to a 
r (mr) Irradiated Pubis, In. Cone Used Lead Shield Groin Abdomen Sacrum 
50 Right ankle 38 None Conventional 5.0 0.0 0.0 
(50,000) 
50 Left ankle 36 Copper 8 in. diameter Conventional 0.0 0.0 0.0 
(50,000) 
150 Thigh & buttocks 8 None Conventional 1420 
(150,000) 
50 Buttocks 8 Copper 8 in. diameter Conventional 80 
(50,000) 
100 Perianal & perineal 6 Brass 1.5 in. Lead foil, 138 
(100,000) scrotum 





* Factors used: Machlett tube—HVL 0.75 A1., 85 kv., 5 ma., 8 in. TSD (18.4 cm.); 
Universal tube—HVL 0.35 A1., 80 kv., 5 ma., 10 in. TSD (24.4 cm.); 


Landsverk dosimeters—range of 0-0.2 r., 0-2.0 r; 


Victoreen minometer chamber—range of 0-10 mr. 


and 80 mr for 50 r of treatment. Even careful 
shielding of the scrotum with lead foil as described 
by Magnusson ” did not reduce the dosimeter read- 
ing below 138 mr to the testicles. Therefore, these 
experiments were abandoned (Fig. 5 and Table 3). 

In the three patients treated with small-cone ap- 
plications for epithelioma or warts, and in which 
complete shielding could be accomplished, no read- 
ings were obtained in the dosimeters when using a 
skin dose of 1,500 to 2,000 r. 

These measurements of x-rays and the reports of 
others are not meant to impart an appearance of 
mathematical exactitude, since the many unknowns 
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and the areas of error are large. But they can 
give us a feeling of comfort and relief within the 
present air of fear and frustration. 

If one takes the average of the higher readings 
in milliroentgens as recorded with the dosimeters 
in or around the gonadal areas (not directly at the 
ovary or testicle), it results in 33.0 mr (0.033 r) 
at any one treatment of 425 r for acne. Assuming 
12 of such treatments may be had at weekly inter- 
vals, a total dose of 0.396 r might occur. This 
figure can be reduced by the use of a copper cone 
to 0.245 r exposure and still further be reduced 
by the use of an abdominal lead shield (Table 4). 


Fig. 3.—Method of 


measurement of radiation. 


VICTOREEN 


MINOMETER CHAMBER 
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Fig. 4—Methods of 
protection using a cone 
and lead rubber. 


In the use of x-radiation to the hands in the 
sitting position the gonadal area may receive an 
average dose of 0.038 r at any one treatment of 
100 r or for a total of six such treatments, 0.228 r. 
This figure can be reduced by proper shielding with 
lead and the use of a copper cone to 0.138 r 
(Table 4). 

Neither the higher (0.396 r) nor the lower 
figure (0.138 r) even approaches the presumed 
reasonable estimate of 10 r as the reproductive life 
time dose of man-made radiation, which has been 
recommended as the maximum permissible dose by 
the National Academy of Sciences.’ If multiplied 
10 times it still falls far short of the 50 r, which 
is the top dose that should be considered for the 
individual person. If the total gonadal dose were 
to be used up entirely by the dermatologic therapy 
described here, it would require 25 courses of x-ray 
treatment for acne and 43 courses of treatment for 
the hands, within the span of the first 30 years of 
life, to affect seriously the mutation rate in these 
persons. 
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While these estimates may give at the present 
time some comfort to us, one cannot deny, in view 
of the evidence at hand, that any dose of x-ray to 
the gonads may in the distant future produce harm- 
ful mutations.° Thus every effort must be made to 
minimize the human exposure to man-made radia- 
tion. As such it is both reasonable and proper for 
the dermatologists to use methods and means by 
which reduction in gonadal dose can be had. 

In this light and reading from our findings we 
would suggest that the following techniques be em- 
ployed, in order to reduce this hazard: 

l. Reduction of the gonadal dose when treat- 
ing the patient in the prone position can be 
had by (a) the use of a metal (copper, lead, or 
iron) cone in all treatments, (b) lead shielding of 
scalp and chest, (c) lead shielding of the lower 
abdomen and groin, (d) sheet lead under the treat- 
ment table or the use of a metal (iron) table top. 

2. Reduction of the gonadal dose when treating 
patient in the sitting position, can be had by: 
(Fig. 6). (a) the use of a metal (copper, lead, 


TABLE 4.—Quaniity of Radiation Reaching the Groin, Abdomen, and Sacral Regions 
in Routine X-Ray Treatment of the Skin * 








Total Estimated 


X-Ray Dose, r Gonad Dose, mr 


Total Estimated 
Dose for Course 


Treatments, No. of Treatment, r 


No Cone 


425 to face 33.0 
100 to hands 38.0 


6 0.228 


With an 8 In. Diameter Copper Cone 


425 to face 20.4 
100 to hands 23.0 


12 0.244 
6 0.138 











* Factors used: Machlett tube—HVL 0.75 Al., 85 kv., 5 ma., 8 in. TSD (18.4 cm.); 
Universal tube—HVL 0.35 Al., 80 kv., 5 ma., 10 in. TSD (24.4 cm.); ° 


Landsverk dosimeters—range of 0-0.2 r., 0-2.0 r; 
Victoreen minometer chamber—range of 0-10 mr. 
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LEAD SHIELD 


Fig. 5—Methods of protection in x-ray treatment. 


iron, or brass) cone in all treatments, (>) lead 
shielding of arms and lead shielding in the lap, 
(c) sheet lead under the table or the use of metal 
(iron) table top (in all instances the reduction of 
the total dose as much as possible consistent with 
good therapeutic principle). 

3. The abandonment of x-ray therapy to the 
groin or perineum in patients under 30 years of 
age, unless shielded by a small cone (Fig. 3). 
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Summary 


It has been our intention herein to point 
out that at the present there is more fear 
than fact in the recent statements, both in 
the medical and in the lay press, that the 
proper use of therapeutic x-rays have en- 
dangered or will endanger the progeny of 


Fig. 6—Methods of 
protection in x-ray treat- 
ment. 
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the human race. However, this is but a 
small part of the whole complex picture of 
radiation exposure, which has been only 
cursorily reviewed here. 

It is very evident from our experiments 
as well as others that some x-radiation does 
reach the gonads in the use of therapeutic 
x-ray to the skin. But by direct measure- 
ment this quantity of x-rays to the individ- 
ual patient is well below or within the 
reasonable limits of that advised by govern- 
mental authorities for the maximal permis- 
sible dose for those in atomic industry or 
for the public at large. 

It seems apparent, from these observa- 
tions, that there are at hand some measures 
which we should use that will materially 
reduce the quantity of x-rays reaching the 
gonadal area. Such measures are (1) the 
use of cones in all treatments; (2) the con- 
sistent and better use of lead shielding to 
the lower body, particularly the lower ab- 
domen; (3) the use of lead on, or under, 
the treatment table; (4) the abandonment 
of antiquated x-ray machines. 

The manufacturers of x-ray equipment 
also bear some of the responsibility for 
protection of the patient by improvement in 
the metal housing of the x-ray tubes and the 
use of lead, or iron, under, or on top of, 
the treatment tables. Lastly, the dermatolo- 
gist should recognize such new develop- 
ments in equipment and use it and be sure 
that the machines and his treatment meas- 
ures are accurately calibrated. 

Just as we are cognizant that any radia- 
tion to the gonads has been shown by in- 
ference to produce harmful mutations, we 
also recognize that such a constantly chang- 
ing body of knowledge as represented in 
the practice of medicine should require us 
from time to time, as such questions arise, 
to readjust and reassess our therapeutic 
methods. Thus, we do not feel any guilt 
for the past use of therapeutic x-ray nor 
do we fear for its future value. Neither do 
we consider it necessary or wise to abandon 
atomic energy in the practice of medicine. 
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Finally, since attention has been repeat- 
edly drawn to the fact that the genetic ef- 
fects of x-ray are cumulative and delayed 
even in small doses, equally so are the 
genetic effects of our sexual and social 
habits and trends.*8 Recent attention to the 
effects of tight clothing by Americans and 
Europeans on the mutation rate indicate 
that the genetical hazards of wearing trou- 
sers may be a 100 to 1,000 times greater 
than those estimated from different sources 
of radiation.*® It is possible we may have 
to resort to codpieces and kilts to save our 
progeny from harmful mutations. But be 
of good cheer. Man will undoubtedly not 
embrace either eugenics or genetics but will 
more likely embrace the first pretty woman 
he meets, 


1293 Peachtree St., N. E. (3). 
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ABSTRACT OF DISCUSSION 


Dr. Marron B. SULZBERGER, New York: I have 
not prepared any written discussion, because, while 
I had the previlege of reading these papers (the 
one by Dr. Andrews and Dr. Domonkos just 
yesterday and Dr. Alden’s paper some time before), 
I did not know until just now what Dr. Cipollaro 
and the other discussers would say and I did not 
want to bore you by needless repetition. Therefore, 
while sitting and listening, I just jotted down a 
few notes on several additional points that I 
thought might be worth discussing. 


I think that these findings are essentially the 
same as mensurations that were yielded by 
Callaway’s early studies with the cruder methods 
then available and by those of Witten, Stewart, 
and me more recently. I hope that I can say that 
our studies, too, led to inferences which had the 
same quantum of common sense as that which 
you have heard now from the presenter. 


There are lots of ridiculous fears and exag- 
gerated ideas in this field on the part of every 
segment of the public, including the medical public. 
For example, I have encountered among my pa- 
tients old ladies of 60 and even 70 years plus, who 
come in and say they will not allow any x-ray 
to any part of their anatomy because they are 
worried about their grandchildren and the future of 
the race. Many of these fears are just about as 
sensible as would be my fear of putting on my 
trousers in the morning because it might elevate 
the temperature of certain parts. 


We know that through years of careful studies 
and of experience (and sometimes unfortunate 
experience) we have not only a shrewd idea but 
a pretty accurate estimate of the dosage limits 
which should be adhered to in giving radiation 
to each kind of skin disease and each skin site 
(Sulzberger, M. B.; Baer, R., and Borota, A.: 
Do Roentgen-Ray Treatments as Given by Skin 
Specialists Produce Cancers or Other Sequelae? 
A. M. A. Arch. Dermat. & Syph. 65:639 [June] 
1952). With the modalities that we use, with the 
modern mensuration and safety factors that we 
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use, we know what is safe dosage insofar as local 
damage to other underlying structures (such as 
the bones and bone marrow) is concerned. But 
we do not know what the optimal dose is to the 
gonads in man. 


I hope that you will note that I said “optimal 
dose.” I used these words because we must realize 
that the human race advances, undergoes the ad- 
vances of evolution, through mutation. Some 
purists and cynics may hold that I am not justified 
in saying “advances.” I should, perhaps, say 
“changes” or “undergoes modulations,” to use Dr. 
Montagna’s and Dr. Pinkus’ more modern term. 
But that change of words does not change the 
fact that without cosmic rays and rays from 
radioactive elements in the earth and other sources 
of radiation to man’s testes (because the rays to the 
testes probably play the greatest role, these organs 
being much more exposed than the ovaries) we 
might all still be pelting each other with coconuts 
or dragging our spouses around by their hair 
through the primeval forests. 


The question is, how much acceleration of muta- 
tion is beneficial? Muller and others estimate that 
1,000 harmful mutations occur to every single 
beneficial one. That is because mutations are all 
in a sense random errors and, by laws of chance, 
there may be a beneficial one in only a small frac- 
tion of instances. 


In primitive society, this situation was not as 
bad as now. The accumulation of harmful genes 
did not occur so rapidly, because the harmful 
mutants were lethal or partially lethal and died 
out in the main before they could reproduce. In 
our society, with medical knowledge and with all 
the new devices for preserving life and enabling 
handicapped persons to survive to the age of repro- 
duction (for instance, those with diabetes), not 
only is the mutation rate being increased by man- 
made radiation, but we are also preserving and 
increasing the pool of harmful mutants in our 
society. But we do not know how much, if any, 
acceleration still would be beneficial. 

In the face of this ignorance and the probability 
of harmful mutations accumulating at too rapid 
a rate, it behooves everyone in medicine to reduce 
the gonadal dose of man-made radiation to the 
utmost possible minimum. Those are the reasons 
for the studies of Callaway, Witten, Stewart, and 
me; of Cipollaro, Kallos, and Ruppe; of Andrews 
and Domonkos, and now of Herbert Alden. 


I think, also, it goes without saying that no one 
should give any unnecessary x-ray treatment and 
one should always use all the modern shielding 
devices and protective devices that we now know 
(and that undoubtedly will be discovered in the 
next few years because I am sure that many further 
studies will be forthcoming in this area). 
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In general, I would say that softer rays are 
safer than harder ones, and that for this reason 
the grenz ray surely has a greater future. The 
same applies to some degree to thorium X. More- 
over, for most superficial therapy, x-ray machines 
operating at 20 to 40 kv. will probably prove 
most safe and effective. 

Dr. CuHartes C. Denniz, Kansas City, Mo.: 
From 1786 to 1801, there was a physicist at Ballston 
Pool, N. Y., by the name of T. Gale, who was 
the first one in America to utilize electricity in 
the treatment of disease. He called it “electric 
shock treatment for the insane.” At that time, 
there were some static machines made in England 
and in the Netherlands which did not work, and 
Gale himself built his machine out of a glass 
cylinder, in a wooden frame, which was turned by 
hand. Beneath this cylinder, there was a piece of 
satin. Below it was a deerskin, impregnated with 
lead and pewter, and from that led three fingers 
of iron wire that practically touched the cylinder. 
The current was then carried to a Leyden jar, with 
two outlets to this thing. 


He was the first one to measure the spark gap. 
He produced a spark gap of 4 in. in this Leyden 
jar. He put a connecting chain on the shoulder 
or the head of the patient and placed the other 
pointed terminal next to the skin. He made an 
electronometer of corks, and, as the current was 
increased in the machine, these little pieces of 
cork, which were fastened to 8 in. linen threads, 
spread out until they were entirely in one plane. 
That was as much current as he could produce, 
but that current was too heavy for any patient, 
so he reduced the current down to the maximum 
dose for any person. His principal treatment was 
of the insane, by the shock method. 


He also devised the diathermy table, a crude 
sort of affair in which he introduced heat into his 
patients. He sharpened one of the terminals and 
charred malignancies on the face and on the breast, 
and, as he said, his first patient was himself, as 
he had a rose cancer on his face. 


He was the first great physicist in this country, 
although we give the credit to Benjamin Franklin. 
Benjamin Franklin was his friend and consulted 
with him in the manufacture of this static machine, 
but T. Gale was the great physicist of this 
country and was the equal of Priestley and 
Lavoisier, who came along about the same time. 
He not only manufactured this machine, but he 
also studied gravity, the tides, the magnetic cur- 
rents, and all that sort of thing and spent a good 
part of his book in the investigation of these 
things. 

I picked up this book by chance and had to 
confirm that this man was real. The first place 
I approached was the Library of Congress. I 
asked them if such a book were there and if so, to 
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give me a photostatic copy of it, which they did. 
Then, I sent Mrs. Dennie to Ballston Pool, which 
is the name of the place in which Gale resided. 
She had an experience almost like that of the “Old 
Man and the Sea” in tracing down the origin of 
this book. I will not go into the details, but it 
took her three days to finish her investigation and 
to locate a single copy in the Academy of Medicine 
of New York. There is one copy besides that. 
There are four copies in the world today. But 
T. Gale was the originator of the machines by 
which later x-ray was produced. 

As to the beginning of x-ray therapy in the 
United States, there has been some question. I am 
at the present time writing the biographies of 
three men in my town whom I call the cow-town 
doctors. The interest lies in many directions, but 
in this research work I investigated the hospital 
records of St. Joseph Hospital, and, much to my 
surprise, the sisters gave me a reprint of their 
published book for the year 1900 and 1901, in 
which there was an article concerning x-ray 
therapy. There is a clear photograph of Dr. Scott 
and two of his nurses treating a cancer of the 
breast, in 1900, with irradiation. There is this 
small tube above the table, and there is Dr. Scott 
with his two nurses, all of them well within the 
limits of dangerous doses of irradiation. Dr. 
Scott had both his hands amputated within a few 
years and lost his life a few years later. Whatever 
happened to these other people who were exposed to 
irradiation, I don’t know. 

There were at least two years of experiments 
with this x-ray before they wrote the article, and 
they came to the conclusion that the treatment of 
cancer was best accomplished by a combination of 
x-ray and surgery. I am sure that they started 
that treatment at least in 1898. 
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As to the appearance of x-ray in this country, 
there were two tubes shipped to Boston. When I 
was a youngster, in 1897 or 1898, I don’t know 
which, there was a traveling showman who came 
through our village. He had an x-ray machine 
run by batteries. He had one of the old-time 
fluoroscopes, and I well remember the first one 
who came up to have his hand examined. He was 
a Negro. I looked in the fluoroscope and saw a 
bullet in his hand, which was acquired in the 
Civil War, as he was one of his colonel’s attendants. 
There was also an old negro woman who came in 
and looked in the fluoroscope. She was very fat; 
she hustled away rapidly because, as she said, “This 
is no place for a decent colored woman in nothing 
but a calico dress.” 

I related this experience in Florida three years 
ago, and two things happened. A well-known 
neurologist by the name of Woods told me that 
that man whom I had seen with the x-ray machine 
back in 1898, he was sure, was then still living. 
He was a patient of his. We three had luncheon 
together. When I saw the old man, it wasn’t the 
same one, but he knew the other fellow. They 
both started out at the same time with an x-ray 
tube, which was called a Queen’s tube, touring 
the country and charging for the show that they 
put on. He ran the machine with wet batteries. 
He knew a good deal about the physics of x-ray. 
He knew that a slight amount of atmosphere that 
remained in the tube must be ionized. The current 
would often run over the top of the tube, and he 
would break the current by putting his right 
forfinger on the tube. That finger was withered 
down to the bone. He had a 100 x-ray keratoses 
on his face. 

He told me that he had tried to interest the 
doctors in the x-ray machine but could not do 
it. When the cinema came in, he quit the x-ray 
in order to devote his entire time to show business. 
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Clinical Evaluation of Antipruritic Drugs 


Consideration of Orally or Parenterally Administered Agents 


FRANK E. CORMIA, M.D., and JOHN W. DOUGHERTY, M.D., New York 


Recently, an attempt was made to evalu- 
ate the antipruritic effect of an analgesic 
drug. Some of the problems encountered 
will be discussed, and a blueprint for the 
proper clinical investigation of antipruritic 
drugs will be presented. 


Experimental Procedure 


In previous animal experiments, the drug was 
found to depress the perception of cutaneous 
stimuli. In addition, it was found to have potent 
local anesthetic activity, mild antihistaminic action, 
and potentiation of analgesia. 

The case material consisted of patients with 
severe chronic pruritus. In a pilot study on 23 
patients, the drug showed considerable promise, 
and a subsequently administered placebo was inef- 
fective. The experiment was then continued with 
79 additional cases, with use of a carefully planned, 
double-blind, randomized technique. Statistical 
analysis of the complete data demonstrated that 
the test drug was not superior to the placebo. 
Appreciation of the difficulties and pitfalls inherent 
in the study led to a critical examination of the 
entire experimental procedure. A study was then 
made of 25 reports published in the past 15 years 
on the effects of orally or parenterally adminis- 
tered antipruritic agents. 


Definition of the Problem 


Theoretically, the utilization of a drug 
for the control of itching should be a simple 


procedure: 
Drug Plus Subject—Response. 


Submitted for publication July 16, 1958. 

From the Department of Medicine (Derma- 
tology), New York Hospital-Cornell Medical 
Center. 

This work was supported in part by a grant 
from Merck Sharpe & Dohme, Division of Merck 
& Co., Inc., Philadelphia. 

Read before the 78th Annual Meeting of the 
American Dermatological Association, Inc., Sun 
Valley, Idaho, June 6, 1958. 
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A drug which has shown good therapeu- 
tic and low toxic effects in base-line animal 
experimentation is chosen for trial in man. 
Preliminary experiments are conducted, 
preferably by several independent investi- 
gators, to determine optimum dosage for 
maximum therapeutic effect commensurate 
with safety. Large-scale clinical trials are 
then made; if the results seem promising, 
the drug is marketed and promoted to the 
medical profession. 

Most of the agents recommended for the 
control of itching during the past two dec- 
ades have not stood the test of time. Many 
have been discarded, and the continued use 
of several of the remaining ones has been 
dictated not so much by the results obtained 
as by the desire to prescribe something for 
the complaining patient. It is true that 
pharmaceutical houses tend to promote their 
products in glowing terms, but this is due 
more to absence of liaison between adver- 
tising and scientific divisions of the com- 
pany than to actual misrepresentation. The 
chief blame for the promotion of inferior 
antipruritic agents must be laid at the door 
of the medical teams making the prelimi- 
nary investigations. No physician would 
deliberately falsify his experimental stud- 
ies; it follows that exaggerated claims for 
a drug are the result of inadequate investi- 
gative techniques. 

The problem was first brought to the 
attention of the dermatological profession 
in 1950, by Pillsbury, Zimmerman, and 
Baldridge * in a masterful report, although 
previous warnings had been given in statis- 
tical treatises.” Livingood again touched 
upon the subject in a more general discus- 
sion of clinical investigation in dermatol: 
ogy.” Albritton summarized his earlier 
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‘observations in a recent report on “The 
Six Unities of Medical Research.” More 
recently, Bross,*® Moyer,’ Beecher, and 
others have examined the individual phases 
of the problem and made suggestions for 
their control. 


Pillsbury and his associates pointed out 
that clinical experiments are difficult to 
control and the measurement of results is 
often unreliable. They emphasized that 
faulty design in an experiment may make 
accurate conclusions impossible, and that the 
result obtained may be due to an associated 
agent or to chance rather than the agent 
studied. Under associated agents they listed 
time (normal course of disease), heat, light, 
hospitalization, systemic status, enthusiasm 
of investigator, bias, and pressure from 
grantors. They stressed the difficulties of 
subjective measurements, especially of itch- 
ing, and the lack of a control standard by 
which to measure results. Finally, the Pills- 
bury group analyzed seven different cate- 
gories of disease or specific therapeutic 
modalities and concluded that evidence of 
therapeutic effectiveness could not be sub- 
stantiated in the protocols of others or in 
their own experiments. 


Critical Analysis of Problem 


The various factors which may influence 


the accuracy of studies on antipruritic drugs 


may be considered under several headings, 
as follows: 

. Selection of case material. 

. Control of associated factors. 

Placebo control. 

. Administration of drug and placebo. 

. Interpretation of treatment response. 

. Reproducibility of results. 

. Elimination of chance variations. 

1. Selection of Case Material—aA care- 
ful selection of cases is essential in experi- 
ments dealing with the effect of a drug on 
itching. One must select patients who are 
likely to finish the experiment, who will 
carry out therapy as instructed, and who 
have sufficient discernment to estimate 
treatment response subjectively. Patients 
who tend to react to any type of medicine 
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can be identified by the placebo control, but 
they are generally undesirable as test sub- 
jects. In serious, rapidly progressive, or 
potentially incapacitating diseases, the de- 
cision as to whether the drug may be given 
in fairness to the patient must be made. 

With regard to suitability of disease, it 
is essential that the patient have a chronic 
moderate to severe pruritus. Those with 
diseases having an erratic or self-limited 
course, such as urticaria or pityriasis rosea, 
should be rejected. It is best to eliminate 
cases with contact dermatitis. A “placebo” 
ointment may cure such cases, and failure 
to eliminate the contactant may negate drug 
effects. Diseases in which specific therapy 
must be given concomitantly, such as severe 
dermatitis herpetiformis, pemphigus, or 
pyoderma where infectiousness is a factor, 
also should be eliminated. The criteria of 
suitability should be determined objective- 
ly; physician bias at this point can wreck 
an otherwise well-constructed experiment. 
Adherence to these criteria, while essential 
for accurate determination of drug effect, 
is difficult in actual selection of material. 
One hundred patients with severe itching 
may be obtained from an average clinic in 
a relatively short period; however, in ful- 
filling the above requirements, nearly a year 
was required to accumulate the 102 patients 
in the present series. 


2. Control of Associated Factors —The 
control of all associated agents which may 
influence the course of the disease and the 
severity of itching is impossible. A patient 
with an itching dermatosis demands and 
expects a local medication; in the present 
series a bland inert ointment with a slightly 
acid pH was prescribed. Undoubtedly, this 
helped some disorders and aggravated 
others. These effects may be expected to 
cancel each other out in long-standing pru- 
ritic diseases. Patients who require hospi- 
talization should be rejected unless the 
entire series has been hospitalized and has 
not benefited from previous therapy. The 
series should be conducted so that the ef- 
fects of cold, heat, humidity, and seasonal 
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changes are kept to a minimum. For ex- 
ample, sweat retention in hot humid weather 
may aggravate the itching of erythroderma 
and a false-negative drug effect may be 
obtained. A spring-to-summer experiment 
likewise suffers in that exposure to warm 
sunlight and the psychological uplift of 
pleasant weather may impart to the drug an 
unwarranted curative property. Subjective 
factors, such as psychological state, insom- 
nia, and the presence of severe systemic 
disease (hepatitis, nephritis, lymphoma, 
etc.), may introduce further variables into 
the experiment. Yet it would be unwise to 
reject patients with such conditions, since 
they are prime candidates for antipruritic 
drugs. The most important of the associ- 
ated agents is the influence of suggestion. 
While this cannot be eliminated, many of its 
aspects can be controlled. Detached imper- 
sonal handling by laboratory personnel and 
the responsible physicians is essential. An 
oversympathetic desk clerk or technician 
can influence experimental results. The at- 
titude of the physician is even more impor- 


tant. Enthusiasm for the new product must, 


be avoided, and no attempt to establish 
rapport or lend a sympathetic shoulder 
should be made. Finally, laboratory studies 
in the experiment should be kept to the nec- 
essary minimum. A patient gains a false 
idea of the potency of a drug if an elaborate 
battery of laboratory tests is conducted at 
each visit. 

3. Placebo Control—Many of the diffi- 
culties in clinical testing can be eliminated 
by the use of placebos and a double-blind 
randomized technique. The indications for 
placebos in drug testing have been recently 
summarized by Moyer.’ Placebos may be 
life-threatening when one is dealing with 
drugs having a profound pharmacologic 
effect. For example, when dealing with 
hypotensive agents, it is important that the 
physician know when the active drug is 
being given. The drug should not be em- 
ployed in a blind experiment in preliminary 
trials. Dosage requirements must be estab- 
lished and toxic and allergic effects evalu- 
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aed. If strict individualism of dosage is 
required, blind studies should not be used. 
A double-blind study should not be made if 
the drug has potentially damaging effects. 
When placebos are not disadvantageous to 
the patient, and when the effect of the drug 
is mainly on the nervous system, their use 
is generally considered essential.47 Place- 
bos are necessary to rule out the effects of 
suggestion and have been deemed important 
in patients with neurotic tendencies or psy- 
chogenic pruritus. However, analysis of 
our material showed that the effects of sug- 
gestion operated uniformly, regardless of 
whether the patient had a psychogenic, non- 
psychogenic, or mixed type of pruritus. In 
a blind study, the patient does not know 
which tablet is drug and which is placebo, 
whereas in the double-blind study, neither 
the patient nor the physician knows which 
medication is given. In studies on itching, 
when the drug has only moderate potency, 
double-blind studies are essential. This 
technique serves as an effective check on 
inexperienced personnel, investigator bias 
or overenthusiasm, and grantor pressure. 
The use of subjective criteria for the evalu- 
ation of improvement can be controlled only 


by the double-blind method. 
4. Administration of Drug and Placebo. 
Drug and placebo should never be given 
in a regular sequence. An especially perni- 


‘cious practice is first administration of drug, 


followed by the placebo. Administration of 
drug and placebo should be randomized. 
In a randomized series of 100 patients, the 
drug or placebo will be given first in about 
50 instances; this sequence, being left to 
chance, is not a regular one. A regular 
sequence introduces several adventitious 
factors in the procedure or personnel set- 
up. Randomization minimizes also a pos- 
sible effect of the drug, when given first, on 
the effect of the placebo. Moreover, it bal- 
ances the initial suggestive effect of the 
drug or placebo. In our preliminary series, 
when the drug was given first, 13 of 23 
patients were improved, while only 3 of ł7 
patients subsequently given the placebo 
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TABLE 1—Influence of Time of Medication on 
Results Obtained 


Sequence Not Improved 
of Therapy Improved or Worse 
td a i ar 26 6 
Pineobo first—. /...s...~.-~2 20 
OTe GROOT oainnt 10 
Placebo second_-......----- 12 26 


were benefited. In our double-blind series, 
the importance of first administration is 
shown in Table 1. 

5. The Interpretation of Treatment Re- 
sponse.—Evaluation of improvement in 
studies on itching is not easy. The main 
difficulty is the absence of an objective 
standard of comparison. There is no drug 
now available which exerts a constant ef- 
fect on itching. In a previous study, the 
use of itch threshold determinations with 
histamine was suggested as a tool for the 
measurement of itch. However, the itch 
threshold is not dependably constant. It 
may vary with changes in time of day, 
temperature, and emotional status.? Fur- 
thermore, the results of a two-hour test 
cannot be equated directly with those fol- 
lowing the therapeutic administration of a 
test drug over a longer period. Such a 
comparison was attempted but had to be 
abandoned. 


Since the treatment response must be 
estimated subjectively by the patient, a 
standard scale of reference is essential. In 
previous studies, responses have been listed 
according to the result (poor, fair, good, 
or excellent), or to the degree of improve- 
ment (none, mild, moderate, excellent, and 
cure). In our material, results were tabu- 
lated originally according to the degree of 
improvement. With this scheme, difficulty 
was experienced in comparing the results 
obtained with Treatment 1 and Treatment 
2. For example, during the second week of 
treatment, the patient might have more itch- 
ing than during the first week but still have 
improvement over the original observation. 
‘Fhus, the patient could be either improved 
or worse, depending on the point of ref- 
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erence. Equal difficulty was encountered in 
patients who showed moderate improve- 
ment in the first week and no change in 
the second. Does this evidence indicate 
that the antipruritic effect of the second 
medication maintained the initial improve- 
ment, or that no effect on itching had 
occurred? As has been pointed out else- 
where,’® itching may be perpetuated in an 
interrelated cycle when the precipitating 
cause has been removed. If the cycle is 
interrupted by anti-inflammatory agents, 
antipruritic drugs, suggestion, or by adven- 
titious factors, it may or may not recur. 
Thus, the course of itching over a period 
of time may show remarkable variations. 


For our double-blind studies, a scale of 
treatment responses based on the degree of 
itching was devised. Patients were asked 
how much itching they experienced during a 
given test period, without reference to pre- 
vious severity. Itching was graded as none, 
mild, moderate, or severe. The use of 
gradations such as very mild or very severe 
were found to be impractical. Patients 
were checked at weekly intervals. The re- 
sults were then compared to those obtained 
in a daily check sheet kept by the patient. 
There was good correlation between the 
daily and the weekly check sheet in some 
65% of our material. In the remainder the 
daily check sheet seemed more accurate but 
was more difficult to interpret, since there 
was irregular variation in the intensity of 
the itching. A regular trend was unusual. 
In a few instances, a four-hour diary was 
employed. This diary, used in a two-day ` 
experiment, was of no value, entries often 
being omitted. It is probably suitable only 
in hospitalized groups, when the check is 
made by the physician or his trained repre- 
sentative. 


Patient reliability is an important consid- 
eration in estimating treatment response. 
In our group, reliability was estimated in 
83 patients; it was considered good in 67, 
fair in 15, and poor in 1. Despite all pre- 
cautions, patient reliability cannot be 
entirely controlled. The physician’s inter- 
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pretation of treatment response is all-im- 
portant. If possible, the study should be 
made by a single investigator. Many in- 
accurate reports in the past have stemmed 
from doctor enthusiasm and bias. This may 
be due to pressures from the grantor or 
salary considerations. Often, continuation 
of a grant may depend on results obtained 
in a given period. Pharmaceutical firms 
are naturally hopeful of a favorable report 
on a drug in which funds have been in- 
vested, and the pressures which they un- 
consciously exert are incalculable. The 
investigator's attitudes may be reflected 
both in the method of presentation of the 
test drug to the patient and in the physi- 
cian’s estimate of treatment response. 

6. Reproducibility of Results.—Theoreti- 
cally, partial or complete suppression of 
itch by a drug should be reproducible. Fre- 
quently, repeated drug trials are not feasi- 
ble, since they must be conducted after the 
conclusion of the initial double-blind study. 
When possible to obtain, a reproducible 
effect greatly increases the reliability of the 
preliminary findings. 

7. Elimination of Chance Variations.— 
When all precautions have been taken to 
insure that the quality of the information 
obtained is sound, the material should be 
subjected to analysis by a statistician. As 
Bross has emphasized,**® the statistical de- 
vice can extract information but cannot add 
information. Misinformation in the basic 
data is extracted right along with correct 
information by the statistical method. With 
correct basic data, one may eliminate, ordi- 
narily with a 5% level of error, the results 
due to chance variation. When our mate- 
rial, studied on the basis of frequency and 
degree of improvement, was subjected to 
analysis, the differences between drug and 
placebo did not reach the customary 5% 
level of significance. 


Blueprint for Studies on Pruritus 


The following blueprint for the investi- 
gation of the antipruritic effects of drugs is 
submitted: 
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1, Preliminary drug trials to determine optimum 
dose, toxicity, and sensitization potential. 

2. Large-scale clinical trials (100 or more pa- 
tients, unless dealing with an extremely potent 
drug). 

3. Double-blind study. 

4. Randomization. 

5. Selection of patients on basis of general and 
disease suitability. 

6. Control (and elimination, if possible) of as- 
sociated factors, especially doctor bias. 

7. Standard scale of subjective response. 

8. Elimination of chance variations, 

9, Reproducibility of results. 

10. Preliminary evaluation of plan by expert 
statistician. 


Analysis of Twenty-Five Reports 
Dealing with Drugs Given Orally or 
Parenterally for Pruritus 


Twenty-five reports on the use of drugs 
for the control of pruritus have been ana- 
lyzed. Some of these studies have been 
widely quoted and have undoubtedly influ- 
enced current dermatological therapy for 
pruritus. Each report has been evaluated 
by the criteria presented for a blueprint for 
further studies on pruritus. Deficiencies in 
the acquisition of basic data, and in the sta- 


tistical analysis of this data, are shown in 
Table 2. 


Summary 


An analysis is made of the use of drugs 
given parenterally or by mouth for the con- 


TABLE 2.—Analysis of Twenty-Five Reports on 
Antipruritic Drugs ( Orally or Parenterally 
Administered) 











Compliance 
with Criterion 





Not 
Criteria Utilized in Study Yes Noted No 

Preliminary evaluation by — 2 23 

statistician 
Double-blind study 1 -—- 24 
Randomization —- 1 24 
Partial placebo control 2 1 22 
Adequate no. subjects 5 = 17 
General suitability of patient 4 12 9 
Suitability of disease 9 1 15 
Control ef adjunctive therapy & 3 9 13 

associated variables 
Reproducibility of improvement 2 — 23 
Statistical elimination of chance 1 -- a 


variations 
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ABSTRACT OF DISCUSSION 


Dr. WALTER B. SHELLEY, Philadelphia: We are 
all indebted to Dr. Cormia for spelling out the 
principles of experimental design for the clinical 
testing of antipruritic drugs. He has given us 
a carefully reasoned and precise methodology for 
the rigorous testing of new compounds. As you 
saw, this included the careful selection of test 
patients, the reduction of extraneous factors, the 
use of the double-blind control, and, finally, statisti- 
cal interpretation. All of this submerges the 
effects of physician bias and patient suggestibility, 
two prejudicial elements which have long accounted 
for many a solitary report on the specific virtues 
of a given drug. 
`I can add little to Dr. Cormia’s penetrating 
analysis, but I should like to stress a significant 
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area of activity which must precede this precise 
and controlled evaluation of an antipruritic drug. 
I refer to the preliminary testing period. 

First, the investigator must come upon his drug 
by way of serendipity, intuition, or logic. He 
then proceeds to become acquainted with it, ap- 
plauding each little success and worrying over 
every failure. At this stage, a solitary success 
is significant. Later statistics could and would 
dismiss any such isolated finding, but now the 
investigator is nurturing his idea, and baleful 
probabilities must be kept away. What does this 
success in a single patient mean? If the investiga- 
tor can discern the exact mode of action, he can 
then explain the failures. We are dealing in the 
problem of pruritus with a heterogeneous situation. 
We are not dealing, say, with the treatment of 
something that is homogeneous, like the treatment 
of warts, and so that the investigator in this 
preliminary period has to take special pains to 
find out the precise indications for a drug. Then, 
he can clearly formulate specific conditions for 
testing, which would otherwise lead him into a 
situation where the effects would be hidden. 


That single success—why? Is the compound an 
antipruritic like atropine in that it eliminates 
sweating and, hence, the pruritus of miliaria? 
Could it be acting as an anti-inflammatory agent 
like the corticosteroids or antihistaminics? Is it 
affecting only the patient’s attitude rather than 
his sensory experience? Phenobarbital and pos- 
sibly trimeprazine (Temaril) act as such anti- 
pruritic tranquilizers. Or is it truly producing 
the ability to perceive pruritus? This area remains 
full of promise. 


Those failures—why? Is the dosage too low? 
Too infrequent? Should another route of adminis- 
tration be employed? Here, all the ingenious 
individuality of the investigator comes into full 
play. Can he but know his drug well enough, he 
can specify the precise indications so perfectly 
that his compound will show up well on the rigid, 
depersonalized double-blind routine. But, if he fails 
to catch the mechanism, his drug will remain buried 
under failures it should never have had to shoulder. 


Thus, it is our feeling that the preliminary scout 
testing of any compound must be done as carefully 
and thoughtfully as the controlled clinical assay 
just described so well by Dr. Cormia. 

Dr. Frank C. ComsBes, New York: I also 
enjoyed Dr. Cormia’s presentation very much, 
particularly the humor that he interspersed from 
time to time. He certainly has shown us many of 
the hazards to which one is exposed when one 
attempts to do a statistical study of any drug. 

There are many more hazards. He himself said 
that he gave only some of them. We are constantly 
encountering new hazards in a study of this type. 
One thing we do not always appreciate is that 
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when a medication is taken by mouth, there is 
no proof in many instances that it has ever left 
the bowel and that it has ever got into the blood 
stream. Even in the blood stream, it does not 
necessarily mean that it acts, in spite of all the 
television stories of how much more quickly one 
medication acts than another because it is in the 
blood stream. 

This came to my attention several months ago, 
when we had a patient who had leukoplakia and I 
was giving her some popular vitamin by mouth, 
a synthetic-type vitamin. It happened that she had 
also had a colostomy, and she came to me after 
her visit and said, “Those little pills that you gave 
me, I swallowed them, and they all came out in 
my colostomy wound.” That surprised me, because 
these were supposed to be just sugar-coated. I 
talked with her, and she consented to be a subject 
for experimentation. 

It was very surprising to find that when we 
gave her various coated pills and delayed-action 
medication many of them went right through her 
intestinal tract and then out the colostomy wound, 
undissolved. 

Therefore, it is apparently essential that the 
medication be capable of disintegration, and it 
must also be essential that there is functional 
integrity of the gastric juices and the gastrointesti- 
nal tract. 

Dr. Donato H. WILLIAms, Vancouver, B. C., 
Canada: I feel that this paper has been one of 
the fundamental presentations of this meeting. 
Dr. Cormia has provided us with a criterial yard- 
stick for measuring the soundness of certain types 
of clinical investigation and the validity of their 
conclusions. Undoubtedly, he has views as yet 
unexpressed about how these criteria should be 
applied. 

I should like to suggest one application. As 
leaders who influence dermatological research 
throughout this continent, I believe we should 
strongly support and widely publicize Dr. Cormia’s 
basic criteria with particular respect to the pres- 
ent widespread use of the public as the “guinea pig” 
for clinical trial of new products in a haphazard, 
uncontrolled, and costly (to the public) manner. 

If the drug trade adhered strictly to Dr. 
Cormia’s criteria in launching new products on the 
market, we would, to the benefit of all, see the 
end of the financial catharsis ladled out by the drug 
trade which propels half-baked research on- 
ward in a peristaltic rush of half-digested investi- 
gative roughage, most of which, fortunately, after 
precipitate publication, is quickly flushed into 
oblivion, 

Dr. Rupotr L. Barr, New York: I enjoyed 
Dr. Cormia’s presentation very much. I should 
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like to ask him a question about the careful selec- 
tion of the patients which he suggests. Does one 
not exert a strong bias by the very fact that one 
attempts to select the patients “carefully” for such 
a study, rather than taking any patient who com- 
plains of itching? Such a selection may be 
particularly risky, since one sets out to assay the 
patient’s response to a drug which is designed to 
counteract a subjectively, rather than an objec- 
tively, observable manifestation of a dermatosis. 
It seems to me such careful selection might exert 
just the sort of bias that one is trying to avoid. 

Dr. Frank E. Corm, New York: Dr. 
Shelley has brought out the fact that these col- 
lateral factors in the use of antipruritic agents 
are extremely important. He also brought up the 
question of dosage. This is important. In our 
preliminary study, for example, we found that in 
the doses recommended, based on animal experi- 
ments, the drug had no effect whatsoever. How- 
ever, when adequate doses were given, there was 
a high incidence of allergic problems. The dose 
must be carefully evaluated in the preliminary 
experiments. 

Dr. Combes mentioned the matter of the drug 
reaching the site of itching. Ordinarily, when we 
receive a drug for testing, prolonged and rea- 
sonably thorough animal experimentation has been 
done and this point has been settled. Of course, 
as has been pointed out on many occasions, there 
are marked differences between the reactions of 
animals and humans. Not only that, but, with 
particular reference to itching, it is a pretty dif- 
ficult thing, except to watch the animal scratch, 
to know whether it is actually itching and whether 
it has relief from itching when one gives a drug. 

Dr. Williams brought out an extremely impor- 
tant point; that is, the question of the use of new 
drugs by the general practicing physician. I think 
that a good rule should be that they should be 
educated to the point where they should not be 
influenced by the brochures from pharmaceutical 
houses and they should not listen to the detail 
men, They should use these drugs in their practice 
only when there has been an adequate, thorough, 
and carefully controlled investigation. 

Dr. Baer brought up the point of selection of 
patients. This is an important point, which I 
covered in the paper but to which I did not have 
time to refer today. Physician bias is an extremely 
important item in the selection of patients, and I 
will not enumerate all the various biases which can 
occur, but they are numerous. Therefore, what 
the investigator should do is to list the criteria; 
this should be done in a completely objective man- 
ner, and it should be checked by the statistician 
before he ever starts his study. 


Changes in the Ten Commonest Dermatoses in 


Private Practice 


A Comparison Between the Findings in 1930 and 1955 
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Philadelphia 


A comparison of the diagnoses of the 10 
most commonly encountered skin diseases 
in private practice just prior to 1930 is 
made with an equal number of dermatoses 
in the 18 months preceding Dec. 1, 1955. 
Although but 3,419 cases are under consid- 
eration in each list, they may serve the 
purpose of stressing the diagnoses most 
frequently encountered. This knowledge 
may be useful for undergraduate teaching. 
Incidentally, the increase in the number of 
cases of contact dermatitis listed is pointed 
out. 


A casual remark by a prominent derma- 
tologist at a recent meeting was of more 
than passing interest when he said, “The 
undergraduate teaching of dermatology in 
some of our leading medical colleges is in 
a sad way.” (Observe that “some” was the 
word used, not “all.”) Whether true or 
not, it was the sort. of challenge which 
should cause all teachers of the subject to 
appraise their methods and their scope. 
There are numerous successful plans on 
record. Note, for instance, Murrell’s + sen- 
sible method of teaching undergraduates 
and Williams’? “Blueprint’—both valuable 
guides for dealing with the subject. 


Over 25 years ago, when one of us 
(E. F. C.) was actively engaged in under- 
graduate teaching, it seemed desirable to 
determine the 10 commonest skin diseases 
so that stress could be laid on this group, 
affording the third- and fourth-year stu- 
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dents better groundwork for diagnosing 
and treating the cases most likely to be 
encountered by them in practice. Ten was 
arbitrarily decided upon as the number to 
be employed, mainly because of ease of 
comparison with former tabulations. Of 
course, we dealt with the cases seen in the 
Philadelphia area—when the students scat- 
tered they might find an entirely different 
state of affairs in their chosen region—but 
that was our limitation. 


Three thousand four hundred nineteen 
new cases were in the group tabulated in 
1930. How that particular number was ob- 
tained is not now clearly recalled, but it 
probably represented the new cases ad- 
mitted to private practice in the preceding 
two years—a number we fear too small to 
carry much weight from a statistical stand- 
point. Against that figure we have checked 
back the last 3,419 new private cases end- 
ing Dec. 1, 1955, of the three co-workers. 
The diagnoses in our tables comprise rough- 
ly 60% of the total number of cases re- 
viewed. 

The reason for writing this paper was 
that we felt that a change in the proportions 
had taken place in the last quarter century 
and that emphasis might be altered some- 
what in undergraduate teaching. In Alden, 
Jones, and Nippert’s* paper and the dis- 
cussion that followed it, including informa- 
tion derived from private conversations 
with teachers of undergraduates in leading 
medical schools who were present at the 
session at which it was delivered, it was 
learned that in some instances only a limited 
number of dermatoses were presented in 
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detail to the student. To such instructors 
the relative incidence of the commoner dis- 
eases in our experience might be of interest, 
especially to those teachers in institutions 
where time for that purpose is very re- 
stricted, 


Among thearticles touching on this 
subject, Gilman,t Alderson and Reich," 
Mintzer,® and Meyers? limited their cover- 
age to students, high school or college, and 
therefore did not present an over-all picture 
of the dermatological field; Arena and 
Harris ë and Tauber? dealt only with chil- 
dren. Goodman? and Sohrweide !! com- 
puted their statistics for all ages, the last 
such article being published over 25 years 
ago. 

A good many years ago this Association 
displayed considerable interest in the sta- 
tistics of incidence of the various diseases 
of the skin. Annual reports made by the 
members were tabulated by Pollitzer, and 
the results have been published and re- 
viewed by several additional writers. 


In his table of “Published Statistics on 
Order of Incidence of Most Common Dis- 
eases of the Skin,’ Pollitzer!®= found 
eczema in number one position in all of the 
seven sources and acne next in frequency 
under six of the headings. While the con- 
tributions of Crocker,!® Bulkeley,!® Pol- 
litzer,™ and the New York Skin and Cancer 
Hospital '? varied somewhat in the incidence 
of various diseases, scabies, psoriasis, 
seborrhea, impetigo, urticaria, dermatitis 
venenata, tinea, and alopecia were placed in 
about this order to complete the 10 com- 
monest diagnoses. 


Pollitzer pointed out that, as the years 
went by, the diagnoses were made by more 
and more experienced dermatologists and 
more reliance could be placed on their list- 
ings. In 1877, the first year covered, 32% 
of the cases were classed as eczema, but by 
the time of his first report, 1911, the inci- 
dence had fallen to 18.5%, as the large 
block of cases originally so designated had 
been split into different categories by in- 
creased diagnostic skill. He was surprised 
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that no cases of scabies were reported by 
the Skin and Cancer Hospital in the year 
1877-1878 but concluded that cases of that 
disease were erroneously included under 
eczema. Dermatitis venenata was in 11th 
place in his summary of the A. D. A. cases 
ending in 1911. 

From our 1930 survey, responsibility for 
which lies upon one of us (E. F. C.), the 
following 10 diseases and their percentages 
are shown in the Table. 

These diagnoses were those made for 
admission complaints. If two unrelated dis- 
eases were found at that first visit, as, for 
instance, acne vulgaris and a plantar wart, 
such a patient would be scored under two 
diagnoses, but if some complication arose 
later, such as a contact dermatitis from an 
ill-borne local medication or dermatitis 
from an allergy to a drug in course of 
treatment of the original dermatosis, that 
was not counted as an additional diagnosis. 

Again, a motivating force for writing 
this paper was the impression we derived 
from day-to-day practice that we were see- 
ing an increasing number of cases which 
we diagnosed as contact dermatitis. We 
have endeavored to avoid bias in favor of 
this dīagnosis and were surprised to find it 
so predominant in our list. 

The dermatitis venenata of 1930 (Table) 
was composed largely of cases resulting 
from contact with plants, dyes, or other 
chemicals and woods. In 1955 (Table), the 
number of cases of contact dermatitis was 
especially swelled by two factors: first, by 
cases from the old eczema group which 


Data from 1930 and 1955 Surveys 





—_—_—____. 


1930 1955 
Tinea (all types) 0.129 Contact dermatitis 0.111 
Acne vulgaris 0.0886 Acne vulgaris 0.070 
Eczema 0.0819 Eczematous 0.0655 
Verruca 0.0716 dermatitis 
Seborrheic dermatitis 0.058 Seborrheic dermatitis 0.064 
Impetigo 0.0470 Verruca 0.0615 
Psoriasis 0.0339 Tinea (all types) 0.0610 
Scabies 0.0318 Nevi (broadly classed) 0.059 
Cancer (cutaneous) 0.0312 Keratosis (all types) 0.055 
Dermatitis venenata 0.0310 Psoriasis 0.044 

Cancer (cutaneous) 0.042 » 





Vol. 79, Feb., 1959 


TEN COMMONEST DERMATOSES 


increased diagnostic ability has allowed us 
to define etiologically as being due to vari- 
ous local causes, and, second, the many new 
allergens in industry and in everyday use. 
This last is probably the chief reason for 
the increase. As a consequence, our figures 
rose from 3.10% for dermatitis venenata 
of 1930 to 11.1% for the contact dermatitis 
of 1955, which is given first place in its list. 
On the other hand, tinea, our number one 
in 1930, dropped to sixth in 1955. It is of 
interest to recall Goodman’s™” article of 
1931 entitled, “Tinea, the Second Most 
Prevalent Disease of the Skin,” indicating 
that our figures were not much out of line 
with his findings about the same time. We 
hesitate to believe that the drop in number 
in this group is due to an actual decrease 
in ringworm cases, for pathogenic fungi are 
still widely distributed. Perhaps the well- 
advertised proprietary preparations sold 
over the counter have allowed more patients 
to treat themselves successfully and avoid 
visits to the dermatologist. 


Seborrheic dermatitis rose from fifth to 
fourth place. Acne vulgaris held a fairly 
level position. With our system of tabulat- 
ing more than one original finding it is 
likely that some of the patients appeared 
under both acne and seborrheic dermatitis 
when the latter was severe. The eczema of 
1930 may readily include many cases of 
contact dermatitis which, then titled derma- 
titis venenata, barely reached inclusion in 
the first 10%. The most outstanding change 
in the two lists is the spectacular advance 
of contact dermatitis by 1955. 

Warts held a fairly steady position, as 
‘did psoriasis and cancer, but impetigo and 
scabies did not qualify in the later table. 
Better personal and public hygiene undoubt- 
edly account for this last change. Our 
private practices never included a high per- 
centage of syphilis, and in 1955 that disease 
had shrunk in frequency nearly to zero. 
Nevi were seen in increasing numbers. 
Present-day medical education of the public, 
through newspapers and magazines, has 
made readers so aware of every small mass 
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on the skin that the opinion of the physician 
is frequently sought in this connection. 
Today this subject has become a necessary 
item in the teaching of dermatology to the 
undergraduate. 


It is very difficult to compare the eczema 
of 1930 (Table) with the various eczema- 
toid dermatitides of today’s nomenclature, 
and we endeavor only to attempt to point 
out the increase of the cases we now regard 
as contact dermatitis from among the num- 
ber of the old classification. In addition, it 
would seem to be fairly apparent that with 
the unrecognized cases in that group we 
have acquired through our changed habits, 
occupations, and mode of life many new 
instances and types of contact dermatitis. 
In the eczematous dermatitis group of the 
1955 table we have included atopic derma- 
titis, meurodermatitis, nummular eczema, 
and the clinically similar eruptions which 
may be due to allergies to foods, drugs, bac- 
teria, viruses, and fungi. 


Summary 


A comparison of the diagnoses of the 10 
most commonly encountered skin diseases 
in private practice in 1930 is made with an 
equal number of dermatoses in 1955. This 
is intended as an aid to those who are lim- 
ited to a few diseases in their instruction 
to undergraduates and who wish to stress 
the commoner conditions in the limited time 
at their disposal. Incidentally, the consid- 
erable increase in the number of cases of 
contact dermatitis is pointed out. 


136 S. 16th St. (2). 
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ABSTRACT OF DISCUSSION 


Dr. Greorce H. Curtis, Cleveland: I congratu- 
late Dr. Corson and his colleagues on their 
comprehensive paper. It is ideally short but pro- 
vides much food for thought in both the teaching 
and the future of dermatology. It was most 
interesting to attempt to draw some comparison 
between the common dermatoses seen in inde- 
pendent private practice and group practice. 

For the sake of brevity, only the list of diseases 
of 1955 are presented. 


Corson et al. % 
Contact dermatitis it 
Acne vulgaris 7.0 
Eczematous dermatitis 6.55 
Seborrheic dermatitis 6.4 
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Verruca 6.15 
Tinea 6.10 
Nevi 5.9 
Keratoses 5.5 
Psoriasis 4.4 
Cancer 4.2 

Cleveland Clinic Yo 
Neurodermatitis circumscripta (incl. ano- 

genital pruritus) 9.41 
Tinea 8.79 
Pyogenic infections 7.63 
Seborrheic dermatitis 6.5 
Contact dermatitis 6.3 
Nevi 6.2 
Acne vulgaris 5.2 
Atopic dermatitis 4.0 
Keratoses 3.7 
Psoriasis 3.4 


Dr. Corson’s list comprises the 10 common- 
est diseases among 3,419 new diagnoses. The 
list from the Cleveland Clinic comes from 4.833 
new diagnoses. Dr. Corson’s has included skin 
cancer and eczematous dermatitis, which are not 
present in ours. I can only postulate that meteor- 
ologic conditions may play a role in the incidence 
of cancer, since the Great Lakes region is con- 
sidered one of the areas in the United States having 
the least amount of year-around sunshine. On the 
other hand, if we group the diseases mentioned 
by Dr. Corson under eczematous dermatitis, then 
skin cancer enters our list, as we had 130 cases in 
1955. I believe that another factor in maintaining 
skin cancer as a common disease is the ever- 
increasing age of our population. 


Our statistical department more or less forces 
us to follow as closely as possible the Standard 
Nomenclature of Diseases and Operations; thus, 
we may more accurately separate members of the 
various eczematous dermatoses. I think that we see 
a large number of cases in the neurodermatitis, 
tinea, pyogenic infection of the skin, and nevus 
groups because our sections on proctology, allergy, 
diabetes, pediatrics, peripheral vascular diseases, 
general medicine, surgery, and so forth funnel 
them to us. We probably see fewer cases of acne 
because we do not maintain Saturday office hours. 


Another disease which would enter the Cleveland 
Clinic list if we lumped the neurodermatoses and 
eczematoses together is syphilis, for in 1955 we 
had 155 cases which we had to study from the 
standpomt of positive serologic reactions. 

It is noteworthy that in Dr. Corson’s and our 
lists the diseases are of the same order of fre- 
quency, and compare on the whole reasonably with 
other published data. These diseases comprise 
about 60% of his series and 61% of ours. As the 
authors indicated, there are between 10 or 15 
common diseases that may well form a nucleus for 
undergraduates and teaching of interns, for the 
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diseases seem to maintain their frequency through- 
out the United States. Furthermore, the great 
majority of these diseases probably are first seen 
by physicians other than dermatologists. Our 
statistician informs me that in the new AMA 
Standard Nomenclature, dermatitis medicamentosa 
and contact dermatitis are to be assigned to the 
same index number. Hence, drug eruptions will 
enter the lists in the future. 


As medicine increases in depth of knowledge, I 
see dermatology receding from a clear-cut specialty, 
which, as late as twenty years ago, seemed more 
concerned with clinical descriptions, but now seems 
to be returning more and more to internal medicine. 
Symbolically speaking, dermatologists today are 
increasingly driven to resurrect their stethoscopes. 
I think this is apparent from the changes taking 
place in dermatologic literature, the changes in 
teaching courses of the American Academy of 
Dermatology, the changes in the syllabus on 
training of the American Board of Dermatology, 
and it was brought into sharp focus to me in the 
study of the diagnoses made in the clinic in 1935 
and 1955. 


Along with the advances in dermatology, there 
is the increasing pressure on dermatologists to 
obtain wide, comprehensive statistical information, 
and to make searching assays of many skin diseases 
and therapeutic regimens. The questionnaires re- 
ceived by us in recent years are increasingly 
numerous and more and more demanding in all 
phases of the diseases, including an expanding 
amount of laboratory data. Recently, I received a 
questionnaire about which I had to consult our 
statistician. We concluded that it would take about 
six months to obtain probably more than 1,099 
of our medical charts from which to cull the 
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necessary data to answer the more than 20 ques- 
tions. 

This brings up a suggestion for serious con- 
sideration in our dermatological organizations: 
that a central registry be established to maintain 
all diagnoses of skin diseases and correlated data. 
The information can be forwarded by all der- 
matologists and/or designated key institutions 
throughout the country. The central registry may, 
in turn, supply all the necessary information for 
scientific papers and questionnaires of such broad 
scope. | 

Dr. Leonard F. Weser, Chicago: Dr. Corson’s 
paper interested me, as it recalled my introduction 
to dermatology in Dr. Pusey’s office, between my 
junior and senior years in medical school. It was 
one of my duties to keep an orderly collection of 
the number of new cases and the diagnosis in 
each case seen in his private practice. | hasten to 
add that for many years every member of the - 
American Dermatological Association was re- 
quested by this Association to keep such a record 
for their use. His file had its beginning in the 
early 1900's. His statistical study was discon- 
tinued in 1933, when our many cases of occupa- 
tional dermatoses confused the system of keeping 
an accurate record of common and uncommon 
dermatoses. 

I recall the records of the common dermatoses 
seen in his practice from about 1903 to 1920. 
Cutaneous cancer headed his list of common 
dermatoses. He was a pioneer in the roentgen 
therapy of cancer and had first call in the treat- 
ment of this disease until about 1920. Then, 
radiologists in some of the hospitals treated cancer, 
particularly cutaneous cancer. This caused a 
gradual decrease in the number of cases of 
cutaneous cancer in his practice from 1920 to 1933. 
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Chromoblastomycosis Treated with Local Infiltration 


of Amphotericin B Solution 


MAURICE J. COSTELLO, M.D.; CHARLES P. DeFEO JR., M.D., and M. L. LITTMAN, M.D., Ph.D., New York 


Chromoblastomycosis is a mycotic infec- 
tion limited to the exposed cutaneous and 
subcutaneous tissues of man. It occurs in 
tropical and subtropical regions, particu- 
larly in Central, South, and North America. 
The first case recognized in the United 
States occurred in Boston, where it was 
reported in 1915 by C. G. Lane.’ Occa- 
sional cases have been reported since then 
by Moore and Mapother,* Weidman and 
Rosenthal,* Binford et al.,4 Lewis et al.,° 
and Conway and Berkeley.® J. K. Howles 
et al.’ described nine cases in Louisiana in 
a single report. The majority of infections 
appears in male laborers, presumably be- 
cause of their contact with soil and wood 
and to the frequency with which their 
minor wounds become contaminated during 
work. Chromoblastomycosis is not a sys- 
temic infection. It does not involve internal 
organs or bone. 

Chromoblastomycosis has been treated by 
surgical excision, electrosurgery, potassium 
iodide by mouth, sodium iodide intrave- 
nously,® iontophoresis with copper sulfate,® 
and subcutaneous injections with calciferol 
(vitamin D2).!®%1} Small involved areas of 
the skin may be surgically excised, but this 
method may require a protracted period of 
hospitalization, especially if the lesions are 
numerous and require plastic repair. Since 
amphotericin B* has been used with suc- 
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cess in the therapy of the deep mycoses, 
such as coccidioidomycosis ‘*!* and North 
American blastomycosis,’* a trial of this 
new antibiotic was considered for the treat- 
ment of this case of chromoblastomycosis. 
One of the limitations of amphotericin B 
in the therapy of chromoblastomycosis is 
the relatively high degree of resistance to 
the drug by the causative organism of the 
disease. Gold and co-workers !** reported 
that the minimal inhibitory concentration 
(MIC) of all three species, Phialophora 
verrucosa, Hormodendrum compactum, and 
Hormodendrum pedrosoi, was greater than 
404g. per milliliter in vitro. The second 
limitation of the use of amphotericin B is 
the low blood serum levels obtained with 
intravenous administration of the antibiotic. 
For instance, the maximum intravenous 
dose of amphotericin B tolerated by humans 
is 1.0 to 1.5 mg. per kilogram per day, 
which produces a blood level of antibiotic 
no greater than 1.8ug. per milliliter.1? Since 
amphotericin B was reported to be well 
tolerated locally in intra-articular and intra- 
thoracic sites 13 and high local concentra- 
tions of the antibiotic were obtained, a 
therapeutic trial of amphotericin B by sub- 
cutaneous injections was undertaken in a 
patient with chromoblastomycosis. 


Report of a Case 


A 47-year-old Negro handyman, born in Georgia, 
accidentally injured his right ankle with an ax, 
in 1950, while chopping wood in Salem, a southern 
New Jersey community. A wound appeared on 
the medial aspect of the right ankle, which did not 
heal. A raised cutaneous lesion developed. As the 
years progressed, this lesion increased in size 
peripherally while its central area became verrucoid 
and encrusted. In September, 1957, as a result of 
a routine preemployment physical examination at 
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Fig. 1—Medial aspect 
of the right ankle before 
therapy, showing verru- 
coid scaling character of 
the lesion. 


Lenox Hill Hospital, New York City, the patient 
was found to have an abnormal roentgenogram of 
the lungs. He was hospitalized for diagnostic 
studies and treatment. 

History—History revealed that the patient had 
engaged in numerous occupations along the eastern 
seaboard from Florida to New York. He had also 
spent one day in Cuba, 20 years previously. During 
the previous five years, he had sought lighter work 
because of increasing exertional dyspnea. A history 
of exposure to a known case of tuberculosis was 
elicited. 

Physical Examination.—Physical examination re- 
vealed a well-nourished, Negro man with bilateral 
interstitial keratitis which was caused by congenital 
syphilis. On the medial aspect of the right foot and 
ankle there was an irregularly outlined, verrucoid, 
scaly, crusted, and painless lesion of the skin and 
subcutaneous tissues. The lesion measured 6 by 10 
cm. (Fig. 1). The center of the involved area was 
studded with several smooth, lilac-colored, trun- 
cated, and infiltrated pea-sized nodules, surrounded 
by an area of hyperpigmentation. 

Roentgenograms of the lungs revealed bilateral 
hilar enlargement and a diffuse mottled infiltration 
of both lung fields, mostly of the upper lobes, 
which was consistent with a diagnosis of either 
sarcoidosis or pneumoconiosis. Roentgenograms of 
the hands showed a cystic lesion of the bone of 
the distal phalanx of the left fourth finger. Roent- 
genograms of the bone beneath the cutaneous 
lesion of the right ankle revealed a pressure 
phenomenon, causing slight erosion of the cortex 
but no evidence of osteomyelitis. 

Laboratory Data—Hemograms and urinalyses 
were normal. Blood sedimentation rate was 87 mm. 
in one hour (Wintrobe). Total serum protein was 
6.6 gm. %, and albumin-globulin ratio was 2.8/3.8. 
Serum electrophoresis showed a decrease in al- 
bumin and an elevation in y-globulin components. 
Serum calcium was 10.8 mg. %. Massini and 
Kline serologic tests for syphilis were negative, but 
the Treponema pallidum immobilization test was 
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positive. Nine sputum specimens and two gastric- 
fluid cultures were negative for tubercle bacilli and 


pathogenic fungi. Histologic examination of the 
liver obtained by needle biopsy revealed normal 
liver architecture. 

Biopsy.—Biopsy of the verrucoid lesion on the 
right ankle revealed stratified squamous epithelium 
with pseudoepitheliomatous changes. Extensive 
areas of necrosis were present in the underlying 
dermis. The subcutaneous tissue was heavily in- 
filtrated with lymphocytes and contained numerous 
multinucleated giant cells. Scattered throughout the 
infiltration occasional spherical, 
yellowish-brown, septate, fungal sclerotic cells 
found either free or in clusters or within the giant 
cells. The tissue reaction, in addition to the pres- 
ence of the characteristic organisms, was diagnostic 
of chromoblastomycosis. 

Culture —Culture of the biopsy specimen on 
Sabouraud’s dextrose and Littman oxgall agars 
revealed a slowly growing, black, filamentous mold, 
which was identified as H. pedrosoi. Both Hormo- 
dendrum and Phialophora types of conidia forma- 
tion were observed in potato-dextrose slide cultures. 

In Vitro Sensitivity Tests—Minimal inhibitory 
concentration of amphotericin B for the strain 
isolated from the patient was 35yug. per milliliter 
after an incubation period of five days at 20 C in 
Penassay broth (Difco) containing 1% glucose. 
The MIC value increased to 45ug. per milliliter 
after nine days’ incubation, and it was unchanged 
by addition to the medium of 10% sterile horse 
It was also observed that 1% aqueous 
procaine solution, with 0.5% chlorbutanol as pre- 
servative, was fungistatic and fungicidal for H. 
pedrosoi when 1 ml. of procaine was added to 9 ml. 
of culture medium (0.1% concentration or 
1,000ug. per milliliter of procaine). 

Skin and Serologic Tests—Skin tests with tu- 
berculin (PPD), histoplasmin, coccidioidin, and 
blastomycin were negative. Two Kveim tests, per- 
formed in September, 1957, and February, 1958, 
with different antigens were negative in situ and 


areas of were 


serum. 
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on histological examination of excised skin. An 
intradermal injection of 0.1 ml. of a sterile saline 
extract of the ground autogenous Hormodendrum 
culture caused erythema and induration in the 
patient’s skin within 48 hours, which persisted for 
10 days. The same antigen failed to elicit a reaction 
in several normal persons. Control injections of 
saline were negative. Precipitin test of patient’s 
serum with a saline extract of this autogenous cul- 
ture was negative. 

Treatment with Amphotericin B—A series of 
subcutaneous injections of procaine-amphotericin B, 
infiltrated beneath the ankle lesion, was made 
weekly or biweekly for a total of eight injections, 
the frequency of the injections being determined 
by the intensity and subsidence of the local reaction 
after each injection. Amphotericin B, 50 mg., was 
dissolved in 10 ml. of 2% aqueous solution of pro- 
caine to give an amphotericin B concentration of 
5 mg. per milliliter, or 5,000ug. per milliliter. An 
average single subcutaneous injection of procaine- 
amphotericin B solution was 7 ml., although it 
varied from 4 to 9 ml. (20 to 45 mg.). During a 
period of 12 weeks, a total of 49 ml. was infiltrated 
beneath the infected skin for a total of 245 mg. 
of amphotericin B. The verrucoid and friable 
nature of the affected skin permitted some of the 
injected procaine-amphotericin B solution to leak 
out of the tissues, but the loss was minimal, esti- 
mated to be not more than 5 ml. of the total volume 
injected. Procaine in 2% solution, rather than 1%, 
was employed as a diluent for amphotericin B in 
order to diminish the pain produced by the injection 
of the antibiotic. 

After each subcutaneous injection of procaine- 
amphotericin B solution, a small portion of the 
injected diseased verrucoid tissue sloughed away 


within two to five days. This was followed by 
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reepithelization. Subcutaneous injection of the same 
concentration of procaine-amphotericin B in the 
contralateral, normal ankle caused some discomfort 
mild erythema, and edema 48 hours later, which 
subsided in a few days. Sloughing of the normal 
skin did not occur. Because of the discomfort 
caused by the injection and the slow healing of 
the chromoblastomycotic lesion after each injection, 
procaine-amphotericin B was administered every 
seven days for seven doses. On one occasion an 
overdose of 40 mg. of amphotericin B (8.2 mg. per 
milliliter) was inadvertently injected beneath the 
skin, A painful occurred with 
erythema and edema. A systemic reaction with 
chills also occurred, as well as a mild enlargement 
of the right inguinal lymph node. This reaction 
began to subside and was complete within 48 hours. 
After a total of eight injections of procaine- 
amphotericin B had been administered over a period 
of 12 weeks, the thickened chromoblastomycotic 
area gradually diminished to the level of the sur- 
rounding skin. The infected area healed with 
progressive replacement of soft scar tissue and 
occurred coincident with amphotericin B therapy. 
At the end of treatment the clinical evidence of 
infection of the skin appeared to be completely 
resolved (Fig. 2). 

Biopsy of the healed lesion showed resolution 
of the disease, with disappearance of the granulom- 
atous reaction and replacement by fibroblastic 
scar tissue formation. Although a Gridley stain 
revealed a few fungus cells, four cultures of the 
biopsied material failed to show growth of fungi, 
indicating their lack of viability. 


local reaction 


Comment 


Intravenous administration of 
tericin B is of limited value for the therapy 


ampho- 


Fig. 2.—Involution of 
the lesion after eight sub- 
cutaneous injections with 
amphotericin B. 
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of chromoblastomycosis because of the low 


attainable serum levels of the antibiotic 
(8.2ug. per milliliter), compared with the 
concentration required to inhibit the organ- 
ism (35ug. per milliliter). Fortunately, the 
nondisseminated and localized nature of 
chromoblastomycotic lesions permits direct 
local subcutaneous injection of the anti- 
biotic. Such injections of amphotericin B 
of 20 to 35 mg. (20,000ug. to 


35,000ug.) in 2% procaine were tolerated 


in doses 


when injected subcutaneously in normal 


sites. When injected beneath a chromo- 


Fig. 4.—Close-up of the 
involved area at the com- 
pletion of local injections 
Flat 
smooth scar now present. 


of amphotericin B. 
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Fig. 3.—Close-up of the 
same area shown in Fig- 


ure 1. 


blastomycotic lesion, however, procaine- 


amphotericin B caused sloughing of the 
lesions in the area in which the injection 
was given and eventual healing of the skin. 
The high concentration of amphotericin B 
in the subcutaneous tissue produced by the 
above injected doses certainly exceeds the 
concentration required to inhibit H. pedrosot 
in culture. A single dose of 40 mg. (8.2 mg. 
per milliliter) was considered to be above 
the optimal dose, since it caused severe local 
tissue reaction and mild systemic reaction. 
In view of the hypersensitivity of certain 
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Fig. 5.— Biopsy speci- 
men shows pseudoepithe- 
liomatous hyperplasia 
with replacement of the 
normal architecture by 
granulomatous tissue re- 
sponse. Hematoxylin and 
eosin; reduced approxi- 
mately 10% from mag. 
X 48.3. 


i G i ; 
A ' ho) 
g r 





Fig. 6.—Repeat biopsy 
specimen from the same 
area of lesion after 12 
weeks and eight local in- 
jections of amphotericin 
B, showing replacement 
of the granulomatous tis- 
sue reaction with fibrosis 
and small round-cell infil- 
trate especially marked in 
the subepidermal region. 
Hematoxylin and eosin; 
reduced 40% from mag. 


X 87. 
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persons to procaine, preliminary skin test- 
ing is necessary. Care should also be 
exercised not to introduce the procaine- 
amphotericin B solution intravenously, 
since both drugs could give rise to severe 
The toxic 
amphotericin B administered intravenously 
have been described by one -of us 
CM bok.) 


Laboratory tests consistently failed to 


reactions. manifestations of 


establish a diagnosis of pulmonary tuber- 
culosis. Sputum examinations consistently 
failed to 
The pulmonary disease most likely repre- 


demonstrate Hormodendrum. 


sents sarcoidosis. 


Fig. 8.—One-month old 
culture shows furry 
mouse-colored colony 
growing on Sabouraud’s 
medium. 
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Fig. 7—Large septate 
body with thick wall is 
shown surrounded by 
small round cells and 
polymorphonuclear leuko- 
cytes. Hematoxylin and 
eosin; reduced 40% from 
mag. X 617. 


Summary 


A Negro patient with chromoblastomyco- 
sis of the ankle, caused by Hormodendrum 
pedrosoi, was treated for the first time with 
a series of local subcutaneous injections of 
amphotericin B dissolved in 2% procaine, 
with favorable clinical response. After 
eight injections had been administered over 
a period of 12 weeks, clinical resolution 
of the infected area occurred. Follow-up of 
the patient and further clinical trials of 
procaine-amphotericin B for chromoblasto- 
mycosis are necessary to evaluate fully the 
effectiveness of the combined medication in 
the treatment of this fungus disease. 


140 E. 54th St. (22). 


ae 
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ABSTRACT OF DISCUSSION 


Dr. THomMaAs H. STERNBERG, Los Angeles: First, 
I want to congratulate Dr. Costello on a very ex- 
cellent presentation. My associates, Dr. Victor 
Newcomer and Dr. Edwin Wright, have been 
working with amphotericin B for a number of 
years, and we feel that this presentation not only 
is a real contribution in terms of the treatment of 
a very difficult fungus disease but also that it 
opens up areas of use for amphotericin B which 
may go a way beyond just the disease of chromo- 
blastomycosis. 

Amphotericin B is a very interesting drug be- 
cause it is possibly the only antifungal antibiotic 
that can be administered topically, subcutaneously, 
and intravenously. During the past three or four 
years we have had rather a lot of experience with 
it in a series of deep fungus infections which I 
should like to mention briefly. 
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The drug is a member of a large family of 
polyene antifungal agents, which includes nystatin, 

imocidin, Candicidin, Ascosin, Trichomycin, and 
Filipin. It has been given a tentative formula of 
CHNO». In vitro it inhibits a wide variety of 
pathogenic and nonpathogenic fungi. 

The dosage that we have adopted is to begin 
with 10 mg. daily and then build up to 50 or 100 
mg. The patients frequently have chills and fever 
but do not consider them a contraindication to con- 
tinuing therapy. Other reactions include severe 
nausea with vomiting and chest pain. This may 
require a lowering of the dosage. Several patients 
have developed a rising BUN and a fall in hemo- 
globin. In these instances we have stopped therapy, 
and in each case these findings have returned to 
normal, 

We have treated 20 patients with a variety of 
deep fungus infections, as follows: 


Diagnosis Patients, No. 
Coccidioidal meningitis 5 
Disseminated coccidioidomycosis 8 
Aspergillosis 1 
Candida parakrusei of the eyeball 1 
Cryptococcal meningitis 4 


Madura foot (Monosporium apiospermum) 1 

Some were almost moribund at the time we in- 
stituted therapy, and a number have since died, 
but we have had some excellent results. Coc- 
cidioidal meningitis in our experience has been 
almost invariably fatal, but we have two patients 
now who are doing well on daily amphotericin B. 
Their spinal fluid findings are returning to normal, 
and mental symptoms and physical or neurological 
signs are decreasing. There are two who appear 
to be just hanging on. One patient is dead. The 
patient with pulmonary aspergillosis has done 
remarkably well. The Candida infection of the eye 
has healed. Two of the patients with cryptococcal 
meningitis are now dead. One is still alive but not 
doing very well. A fourth patient has exhibited 
a most dramatic and immediate effect from the 
beginning of amphotericin B therapy. As far as 
we can tell he is completely well and spinal fluid 
and cultures are negative. 


In general, amphotericin B has proved to be a 
very effective and even life-saving drug in certain 
patients with deep fungus diseases. Dr. Costello 
has opened up a new method of application of this 
drug which may prove to be most valuable. 


Dr. V. PARDO-CASTELLO, Havana, Cuba: Dr. Cos- 
tello has certainly made a definite contribution to 
the treatment of chromoblastomycosis by the use 
of amphotericin B. I believe that this is going to 
be one of the most successful agents used in the 
treatment of this recalcitrant skin condition. 


However, I want to call attention to several 
points in the histopathology of this condition which 
may alter the usefulness of amphotericin B in its 
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treatment. Most of the cases of chromoblastomy- 
cosis occur in people (belonging to the colored races) 
of the working class or in people who work gather- 
ing the crops or in any other way in the rural 
sections of the tropics. Most of them do not come 
to the physician as soon as the condition appears 
but go on for months and sometimes for years 
before they seek medical aid. Therefore, the re- 
action of the tissues to the presence of this fungus 
is of the greatest importance in the creation of the 
different clinical forms and in the accessibility of 
the fungus to the medicament that may be used. 

We have been classifying these cases into the 
granulomatous type, with more or less infiltration 
or ulceration, as you see in the case presented by 
Dr. Costello: the dystrophic type, with a great 
amount of hypertrophy, so that there is sometimes 
even keloidal scarring and, in some cases, atrophy 
of the skin after a number of years, where self- 
healing has taken place while the fungus condition 
continues to spread peripherally. 

We have found, of course, that the classical 
treatment with iodides, either by intravenous in- 
jection or by mouth, has been successful in the 
early cases, cases in which there is still a very 
small amount of tissue reaction in the form of 
fibrosis. Once the fibrosis is established, particu- 
larly in the colored races, where the production of 
keloidal scarring is very common, the disease may 
become completely intractable and may affect a 
whole limb, leg, and thigh or the arm, the hand, 
and forearm, and so the only remedy in these cases 
is surgical amputation of the affected part. Any 
other treatment will absolutely fail in the com- 
plete eradication of the disease, even after months 
and years of treatment. 

One advance in the treatment of chromoblasto- 
mycosis was made recently by the administration 
of calciferol (vitamin Dæ), either by mouth in - 
alcoholic solution, by intramuscular injection, or 
orally in the form of tablets. Fifty thousand units 
twice a week is a sufficient amount of this vitamin, 
combined with iodides intravenously or by mouth, 
to produce slowly and gradually resolution of the 
lesions, provided there is not a great amount of 
fibrosis. 

There is another clinical type of chromoblasto- 
mycosis in which this treatment presented by Dr. 
Costello might be very useful, the lymphangitic 
type. That is an unusual occurrence, with small 
lesions along the course of the lymphatic vessels, 
three or four or more small abscesses, and the 
formation in time of the verrucous type of lesions. 
In those cases, the administration of iodides in 
large doses has been very successful, and I think 
that amphotericin B would be, too, locally injected. 

As to the systemic administration of amphotericin 
B, I have seen such disagreeable reactions that 
only in the most serious cases of systemic my- 
cosis, I think, should it be used. 
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Dr. JAMES Lewis Prextn, San Antonio, Texas: 
In this particular instance, where there is so much 
scarring and fibrosis, we all readily appreciate the 
difficulty that this drug would experience in getting 
to the source of the trouble, when given intra- 
venously. Our experience with the use of ampho- 
tericin B in the deep mycosis has been very 
limited, and the situations confronting us have been 
entirely different. We recently had a primary 
cutaneous infection of histoplasmosis that pre- 
sented a massive granuloma of the forehead, and 
this particular solitary lesion was very soft and 
richly supplied by blood and responded very readily 
to the intravenous use of amphotericin B, in the 
dose recommended by Dr. Curtis and Dr. Harrell. 
We experienced very little systemic reaction, and 
the lesion responded rapidly, the massive granu- 
loma disappearing with a course of 20 intravenous 
injections over a 24-day period. 

The reactions experienced by us would certainly 
not contraindicate the intravenous use. We did 
experience some increase in the BUN, and on two 
occasions we had to rest two days, but the ab- 
normal blood chemistry findings quickly returned 
to normal. There was a slight elevation of tem- 
perature, but this was not too objectionable. 

Dr. Everett R. HARRELL, Ann Arbor, Mich.: To 
my knowledge Dr. Costello has just reported the 
first case of chromoblastomycosis successfully 
treated with amphotericin B. I.want to congratulate 
him on this report. I do not think that it would 
be logical to treat most of the other deep mycoses 
by the local instillation of this antibiotic, since the 
cutaneous lesions of North American blastomycosis, 
coccidioidomycosis, histoplasmosis, and cryptococ- 
cosis nearly always represent just the cutaneous 
expression of a true systemic disease. It is my 
feeling that, with the exception of isolated in- 
stances of primary inoculation, these fungus dis- 
eases are acquired by pulmonary inhalation. The 
intravenous use of amphotericin would, therefore, 
be preferable to the local instillation of this 
antibiotic. 

Some of you may recall that last year I re- 
ported on our preliminary results of the treatment 
of North American blastomycosis with ampho- 
tericin B administered intravenously. We recorded 
five cases at that time. We have now treated a 
total of seven cases of this disease with this 
fungicidal antibiotic. Six of these seven patients 
are alive and well and exhibit no manifestations 
- of activity whatsoever. The seventh patient has 
had two relapses after therapy. This patient has a 
widespread cavitary form of the disease. His re- 
lapses have been documented by finding the organ- 
ism in his sputum. He has now had a total of 3.5 
gm. of amphotericin B. His lung disease is so 
extensive that the thoracic surgeons have felt him 
to be inoperable. I am dubious that we can ex- 
pect a cure of his mycotic infection with any form 
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of chemotherapy, no matter how fungicidal it 


might be. We have also treated two cases of ~ 


histoplasmosis. One of these was a 5-month-old 
boy who was admitted with the typical clinical 
findings of progressive disseminated histoplasmosis. 
The organisms were recovered from bone marrow 
aspiration. As his disease progressed, his positive 
histoplasmin skin test became negative and he de- 
veloped a significant complement-fixing antibody 
titer. He was treated with amphotericin B admin- 
istered by slow intravenous drip in a dosage of 
l mg. per kilogram per day for a total of 20 
days. His response to the antibiotic was very 
dramatic. Six months have now elapsed since the 
therapy was completed, and he is still entirely 
free of any evidence of the disease process. 

We have also successfully treated two patients 
with central nervous system cryptococcosis and 
one patient with disseminated sporotrichosis with 
knee joint involvement. Apparent cure has been 
obtained in the patients having a cryptococcal 
meningitis; however, the person with sporotricho- 
sis has had a relapse of his joint involvement. 
Finally, we have had the opportunity to treat one 
man with pulmonary coccidioidomycosis of eight 
years’ duration. This treatment was completed 
well over a year ago, and to my knowledge he is 
still free of any evidence of activity of his long- 
standing disease. 

Dr. Lours H. Winer, Beverly Hills, Calif.: Our 
associates, Dr. Edwin Wright and Dr. Victor 
Newcomer, have used amphotericin B locally, 1% 
in ointment in resistant moniliasis. The lesions 
responded very satisfactorily. 

Dr. Georce H. Curtis, Cleveland: I should like 
to add to this discussion by reporting on a case 
of cryptococcosis. I have had a patient for some 
eight or nine months now, who has bone infec- 
tion about the right acetabulum. This woman has 
had a total of 3 gm. of amphotericin B, and there 
appears to be some evidence of healing of the bone. 
It became so that we had a terrible time adminis- 
tering amphotericin B intravenously because of 
severe sclerosis of the veins. Thus, we had to 
administer a course by local irrigation of the bone 
cavity. There were no local or systemic reactions. 
We used 50 mg. in 100 cc. of saline per irriga- 
tion daily. The saline solution was used on the 
advice of Dr. Hildreth-Smith, who thought it 
would do very well. 

I also want to call attention to the fact that, 
possibly, amphotericin B is not without some dan- 
ger. In this particular woman, we have definite 
evidence that amphotericin B depressed the plate- 
lets. After repeated intravenous infusions, con- 
siderable drops in the platelet counts were observed, 
For example, at one time, the platelet count dropped 
from 200,000 to 20,000. Therefore, I believe plate-- 
let counts should be done at intervals during the 
courses of treatment. 
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Dr. Cart T. Netson, New York: I should like 
to mention .a type of reaction to the intravenous 
-use of amphotericin B which, I think, has not been 
recorded previously. 

One patient of ours with systemic moniliasis 
was started on the relatively small dosage of 10 
mg. of amphotericin B in 500 cc. of distilled water 
intravenously. Approximately one-half hour after 
the start of the slow infusion, the patient de- 
veloped signs suggestive of severe anaphylactic 
shock: chest pain, vomiting, urinary and fecal 
incontinence, unobtainable blood pressure, sweat- 
ing, and cyanosis. Subsequently, the temperature 
rose to 103 F, the BUN was elevated, and there 
was heavy albuminuria. 

It is of interest that this patient had been given 
a trial of amphotericin B by mouth about six 
months previously. I mention this case merely to 
suggest that, as Dr. Curtis has just emphasized, 
amphotericin B intravenously may not be an entirely 
innocuous agent. 

Dr. Maurice J. CosteLto: We want to thank 
the discussers, Dr. Sternberg, Dr. Pardo-Costello, 
Dr. Pipkin, Dr. Harrell, Dr. Winer, Dr. Curtis, 
and Dr. Nelson. 

We have another patient at Bellevue at the pres- 
ent time who is under similar treatment for this 
condition. It is amazing that we have gone 30 
years in New York City, to my knowledge, with- 
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out a single case, and two cropped up within the 
past year. Dr. Medd Henington sent me yesterday 
some slides. He expected to be here to discuss 
this informally. 

As an example, this is a patient whom he saw 
with chromoblastomycosis, and he treated this pa- 
tient with amphotericin B this past April (1958) ; 
that is, he treated one-half of the lesion with 
amphotericin B by local injection in saline. He 
used only 1 mg. per kilogram, whereas we used 
5 mg. He gave three injections a week. He 
claimed there was complete resolution of the area 
treated, and the control area remained the same. 

For illustration, here is a biopsy specimen, show- 
ing two granulomas with the epithelioid, really 
epithelioid granulomas. Fred Weidman brought 
out the fact that many of these cases may look 
like sarcoid, because of the epithelioid type of 
granuloma. 


Fred Weidman also called attention to the pink- 
ish halo around the encrusted area of the organism, 


` which was entirely characteristic. 


The problem here, of course, is not the success 
in the treatment of this particular case with 
amphotericin B, but I think that it opens up en- 
tirely new vistas in regard to the local infiltration 
of these antibiotic drugs in the treatment of gran- 
ulomas. 


107/193 


Pseudohypoparathyroidism 


The Seabright Bantam Syndrome 


CARL W. LAYMON, M.D., and ALVIN ZELICKSON, M.D., Minneapolis 


The anatomy of the parathyroid glands 
was described first by Sandstrom (1880). 
Collip (1925) prepared an active parathy- 
roid extract which raised the blood calcium 
level in parathyroprivic as well as normal 
animals. At the beginning of this century 
cases were described with symptoms of 
hypofunction identical with those of post- 
operative hypoparathyroidism but with ab- 
sence of the etiologic factor, the operation. ` 
This disease was called idiopathic hypopara- 
thyroidism, and its chief symptoms are 
hypocalcemia, hyperphosphatemia, and de- 
creased urinary excretions of calcium and 
phosphorus. The values for serum phos- 
phatase are normal. There are symptoms 
of tetany and neuromuscular irritability due 
to hypocalcemia. These characteristic 
metabolic features can be corrected by para- 
thyroid hormone, as well as dihydrotachy- 
sterol. 


Pseudohypoparathyroidism is a rare dis- 
ease which was discussed first by Albright, 
Burnett, Smith, and Parson (1942). They 
suggested the euphonic eponym of “Sea- 
bright bantam syndrome.” This expression 
derives its origin from the fact that the 
male Seabright bantam has female feather- 
ing. The cause of the abnormality is not 
that the testes of the male bird produces 
female hormone but that the feathers of 
the male bird respond in an abnormal way 
to the normal male hormone. Another 
probable example of failure of an end- 
organ to respond normally is encountered 
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in patients with low basal metabolic rates 
without other evidence of hypothyroidism. 
It usually requires more thyroid hormone 
to elevate the metabolism in these patients 
to normal than in true hypothyroidism. The 
inference is that the low basal metabolism 
is due to a failure of the body to react in a | 
normal way to thyroid hormone. Still an- 
other example is the absence of the beard 
in the American Indian. Pseudohypopara- 
thyroidism has the same symptomatology, 
chemical findings, and physical signs as 
hypoparathyroidism, but the cause of the 
disturbance is a resistance to rather than 
to a lack of parathyroid hormone. 


Clinical Features 


Patients with pseudohypoparathyroidism 
present a typical physique characterized by 
a round face, short stature, and a stocky 
build. Changes in the shape of the meta- 
carpal and, less often, the metatarsal and 
phalangeal bones are frequently present. 
The first, fourth, and fifth metacarpals and, 
rarely, the second, are affected chiefly, al- 
though in most instances only the first and 
fifth are involved. They are abnormally 
short and often wider than normal, and 
sometimes their epiphyses invaginate the 
diaphyses because of inequality in rates of 
growth. 

Frame and Carter (1955) reviewed 25 
cases of pseudohypoparathyroidism. Nine- 
teen occurred in females and only six in 
males. The earliest age at which the diag- 
nosis was established was 3 years and the 
latest 49 years. The authors stated, how- 
ever, that since the preparation of their 
paper they had an opportunity to observe 
another case of pseudohypoparathvroidism, 
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in a baby girl aged 7 weeks. The mean age 
was 20 years, and an average of 14 years 
elapsed from the time that evidence of the 
disease was present to the time of correct 
diagnosis. Although historic data were lack- 
ing in many instances, it can be inferred 
that stigmas of the disease were frequently 
present at birth or within the first year of 
life. 


The usual presenting symptoms of 
pseudohypoparathyroidism are tetany and 
convulsions, ranging from mild paresthesias 
in the extremities to muscle cramps, 
laryngo- and carpopedal spasm, and general- 
ized convulsions. In one patient the major 
complaint was excessive drowsiness during 
the day without any symptoms of tetany 
or convulsions. In 16 of the 25 cases con- 
vulsions were described. The age of onset 
varied from 2 months to 18 years. In most 
instances there were typical grand mal at- 
tacks. In three of the patients, the convul- 
sions were focal in nature and were 
confined to, or more prominent on, one side 
of the body. Neurologic examinations 
showed slight blurring of the disk margins 
in three cases. A positive Chvostek sign 
was recorded in 17 instances and a positive 
Trousseau in 12. Parkinsonian gait and 
tremor occurred in one case. The presence 
of mental retardation was specifically men- 
tioned in 13 of the 25, and the average in- 
telligence quotient was 72. In several 
patients there was evidence that mental re- 
tardation and slow physical development 
had been present since infancy. Mental re- 
tardation antedated the seizures in several 
cases. 

Cataracts were mentioned in seven, al- 
though ophthalmologic examination was not 
performed in every instance. 

Evidence of poor dentition, characterized 
by defective eruption of teeth, was present 
in 13. 

Subcutaneous calcification is another 
feature of pseudohypoparathyroidism. There 
is no particular site of predilection. In two 
patients calcification was noted at birth, 
while in others it appeared later in life. In 
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six, roentgenologic examination demon- 
strated calcification in bursas and muscles 
which was not detected on physical exam- 
ination. About 50% of patients with pseu- 
dohypoparathyroidism have soft tissue 
calcification. 

In most cases cutaneous lesions were not 
mentioned. Dryness and coarseness of the 
skin were present in 3 of the 25 cases 
which were reviewed by Frame and Carter. 
Evidence of superficial fungous infection 
of the skin, which is sometimes found in 
idiopathic hypoparathyroidism, was not 
mentioned in any of the cases. Elrick and 
his colleagues (1950) noted facial hyper- 
trichosis in one of their cases and thinning 
of the finger nails in another. Howat and 
Ashurst (1957) described sparseness of 
hair on the scalp and face and in the 
axillas in one case. This patient had coarse- 
ness of the skin plus scaly lesions at the 
angles of the mouth. Mackler, Fouts, and 
Birsner (1952) mentioned that one of their 
patients had a florid complexion. 


Laboratory Findings 


Pseudohypoparathyroidism is character- 
ized by depression of the serum calcium 
and elevation of the inorganic phosphorus. 
Frame and Carter stated that the average 
serum calcium level before treatment was 
6.8 mg. %, with a range from 4.3 to 9.2 
(normal 9-12; children 10-15). The serum 
inorganic phosphorus varied from 4.2 to 
11.1 mg. %, with an average of 7.5 (normal 
3-4.5). The findings paralleled those in 
idiopathic hypoparathyroidism. The alka- 
line-phosphatase values were either normal 
or slightly elevated (normal: adults 1.5-4; 
children 1.5-13  Bodansky units). There 
were no other important changes in the 
urine and blood. The urine Sulkowitch 
test was negative in those cases in which it 
was performed. 

The round, full facies and mental dullness 
of patients with pseudohypoparathyroidism 
suggest hypothyroidism. However, in none 
of the cases in which tests of thyroid func- 
tion were obtained was there convincing 
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evidence of thyroid disfunction. Glucose- 
tolerance tests and examinations of the cere- 
brospinal fluid showed no significant 
abnormalities. 


In most cases of idiopathic hypoparathy- 
roidism, increased density of the bones oc- 
curs. Roentgenologic examination of the 
skeleton of the patients of Frame and 
Carter showed some degree of localized or 
generalized increased osseous density in 5 
of the 25, while in 7 there was evidence of 
skeletal demineralization. In two patients 
there were areas of increased as well as 
decreased density. In one patient there was 
generalized bony decalcification. Roentgeno- 
grams of the short fingers and toes showed 
that there was an early closure of the 
epiphyses of the metacarpal and metatarsal 
bones. In some the latter were thick and 
deformed, as well as being short. Abnor- 
malities of the long bones were noted, such 
as widening of the medullary cavities, spur 
formation of the tibia, and bowing of the 
fibula. Two patients showed coxa valga and 
one coxa vara. The cranial vault was thick 
and granular in 6 of the 25 cases. Roent- 
genologic examination of the teeth showed 
shortened and defective root formation. The 
clinical feature of calcinosis was verified 
roentgenologically in 18 of the 25 cases. 
Ossifications were observed in the basal 
ganglia, muscles, ligaments, tendons, bursas, 
and subcutaneous tissues. Cerebral calcifi- 
cations occurred alone in five cases, and in 
a few instances there were extracerebral 
soft tissue calcifications, 

Five patients had intravenous _ pyelo- 
grams. The tests were normal in four, and 
in the fifth there were bilateral megalo- 
ureters without evidence of caliectasis or 
pyelectasis. Normal renal function ruled 
out the possibility that the metabolic dis- 
order was secondary to any of the usual 
forms of renal insufficiency. 

In the 12 of the 25 patients pretreatment 
electroencephalograms were recorded, Only 
2 of the tracings were normal, while in the 
remaining 10 the findings were compatible 
with a diagnosis of a convulsive disorder. 
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The Ellsworth-Howard test is important 
in the diagnosis of pseudohypoparathy- 
roidism, especially in the differentiation 
from idiopathic hypoparathyroidism. In 
the test the total urinary phosphorus excre- 
tion is determined hourly for three hours 
before and three hours after the intravenous 
administration of 200 units of parathyroid 
hormone (Parathormone). In order to 
evaluate the potency of the parathyroid hor- 
mone, a control patient should be tested 
also. Normal persons respond to parathy- 
roid hormone with about a threefold to 
fourfold phosphate diuresis. In contrast, 
patients with pseudohypoparathyroidism 
show little or no response, usually less than 
a twofold one. A normal or greater than 
normal (up to sixfold) phosphate diuresis 
is to be expected in patients with idiopathic 
hypoparathyroidism after the administra- 
tion of 200 units of parathyroid hormone. 
Frame and Carter felt that the specificity 
of the Ellsworth-Howard test is question- 
able, since in two of their cases there was a 
phosphorus diuresis greater than one should 
expect in a patient with pseudohypoparathy- 
roidism. Elrick, Albright, Bartter, Forbes, 
and Reeves (1950) also believed that the 
response to the intravenous injection of 
parathyroid hormone may not be reliable 
in all instances to differentiate between the 
pseudo and the idiopathic forms of hypo- 
parathyroidism, 


Treatment 


In 18 of the 25 cases reviewed by Frame 
and Carter, statements regarding treatment 
and response were recorded. The most ef- 
fective drug was dihydrotachysterol (1 to 3 
cc. daily), supplemented in most cases by 
calcium salts and 25,000 to 100,000 units 
of vitamin D. All of the patients improved, 
as manifested by a decrease or complete 
disappearance of tetany and convulsions. In 
three there was mental improvement. In the 
patient of Frame and Carter the response 
to treatment was gratifying. She was free 
of.seizures for six months and became more 
alert. There was a gain of 9 points in her 
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intelligence quotient, and her mental status 
continued to improve with treatment. In all 
cases the clinical improvement was accom- 
panied by a return of the serum calcium to 
normal. In many, as the serum calcium re- 
turned to normal, slightly larger doses of 
vitamin D were successfully substituted for 
the more expensive dihydrotachysterol. The 
frequent use of the urine Sulkowitch test 
and occasional serum calcium determina- 
tions were used to guard against hyper- 
calcemia. There was no improvement in the 
abnormal physical characteristics. 


Report of a Case 


-A white girl, aged 2% years, was seen first on 
Dec. 2, 1946, at the University of Minnesota Hos- 
pitals because of jaundice. Feeding difficulties 
were encountered shortly after birth, and the child 
apparently had abdominal pain and did not gain 
weight properly. At the age of 2 months she was 
hospitalized because of “choking spells,” at which 
time a diagnosis of “enlarged thymus” was made 
and roentgenotherapy was administered. When she 
was 3 months of age, she was hospitalized again 
because of laryngitis and tracheitis which caused 
dyspnea. One month later she was treated at an- 
other hospital because of respiratory difficulties. 
Calcium salts were administered orally but no 
response was noted until the intramuscular injec- 
tion of vitamin D. One month later the serum 
alkaline phosphatase was 18 Bodansky units per 
100 ml. The patient was in a hospital during her 
second year of life because of jaundice, hepato- 
megaly, and abdominal distention. During this 
year she had repeated attacks of bronchitis and 
bronchopneumonia, 
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Physical examination at the time of her first 
admission to the University of Minnesota Hospitals 
showed a small jaundiced white girl who was 
malnourished and had small atrophic extremities. 
The abdomen was protuberant, and the liver and 
spleen were enlarged. Her skin was deeply icteric, 
thickened, lichenified, and excoriated. The hair on 
her scalp was coarse and sparse. Biliary explora- 
tion was performed, and the gallbladder was re- 
moved. A biopsy specimen of the liver showed 
capillary thrombi and some central degeneration 
of the liver cells. Following surgery, jaundice 
receded and the patient was discharged. During 
the next two months jaundice disappeared com- 
pletely, but the child had extreme pruritus. Three 
months after the patient was discharged from the 
hospital she developed increased tonicity of the 
extremities and held her hands in a peculiar 
manner. A diagnosis of tetany was suspected. 

She was admitted to the University of Minne- 
sota Hospitals for the second time, in 1948, when 
she was approximately 31⁄4 years of age. At this 
time the liver was enlarged and there were nu- 
merous cutaneous excoriations. The calcium phos- 
phatase had risen to 35 Bodansky units per 100 ml. 
The serum calcium was 8.2 mg. %, and the 
phosphorus was 6.9 mg. %. Roentgenograms of 
the hands and feet showed changes which sug- 
gested cyst-like spaces in the diaphyseal portions 
of the bones. Thickening of the carpals and meta- 
carpals was noted, and the first metacarpals showed 
an expansion of the distal portion of the shaft with 
constriction of the central portion. Psychometric 
evaluation showed that the child was retarded. A 
diagnosis of hypothyroidism was considered, and 
desiccated thyroid was administered for three 
mca During ‘this time the skin was less dry, 

‘the: patient” seemed more alert and active. 

Ee stip of the muscles of the hands, feet, 
and legs became severe enough to require another 
hospital admission at the time the child was 4 years 


Fig. 1. — Abnormally 
short digits. 
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Fig. 2A.—Psoriasiform 
plaques in suboccipital re- 
gion. 


7 months of age. On this occasion a positive 
Chvostek sign was elicited. The serum calcium 
was 5.5 mg. %, and the phosphorus was 7.0 mg. %. 
The intravenous injection of calcium salts relieved 
the acute symptoms of tetany, but the oral admin- 
istration neither decreased the frequency or se- 
verity of the attacks nor changed the abnormal 
calcium and phosphorus concentrations in the blood. 
The Ellsworth-Howard test showed that there 
was no increase in urinary phosphate excretion 
after the intravenous administration of parathyroid 
extract. Roentgenograms of the wrists and spine 
showed a coarsened trabecular pattern of the 
bones. There was hypercalcification in the distal 
radial metaphysis. Coarsening of  trabeculation 
was also noted in the tarsal bones, tibia, and 
femurs, as well as the spine and pelvis. Examina- 
tion of the eyes by means of a slit lamp showed 
punctate white sharply demarcated opacities in 
the deeper layers of the cortex of the lens, both 
anteriorly and posteriorly. 

A diet which was normal in fat but low in 
phosphorus was prescribed plus a supplement of 
oral synthetic vitamin D in doses of 150,000 I. U. 
daily and calcium gluconate in doses of 9 em. 
daily, which completely relieved the symptoms of 
tetany. Before vitamin D was administered the 
serum calcium was 5.9 mg. and the phosphorus 
was 6.3 mg. %. One week later the calcium had 
risen to 6.9 and the phosphorus had fallen to 4.4 
mg. %. Twenty days after treatment the serum 
calcium was 10.8 mg. and the phosphorus was 
3.3 mg. The alkaline phosphatase decreased from 
70 units prior to therapy to 53.4 units. At this 
time there were normal amounts of calcium in the 
urine. 

One month later the patient was readmitted to 
the hospital to repeat the studies of serum calcium 
and phosphorus, at which time the blood calcium 
was 9.8 mg. and the phosphorus 6.0 mg. %. The 
phosphatase was 58 units per 100 ml. At the time of 
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the last admission, in Feb., 1957, the chemical 
changes in the serum were essentially unchanged. 
At this time the patient presented lichenified le- 
sions on the posterior portion of the neck which 
simulated seborrheic dermatitis. There were simi- 
lar changes on the right side of the face and on 
the forehead at the hair line. There were several 
psoriasiform plaques on the scalp. The skin of 
the entire body was dry and scaly, resembling 
ichthyosis, and there were numerous excoriations. 

Histologic Features—Microscopic examination 
of a dry scaly plaque on the right forearm showed 
moderate hyperkeratosis of the epidermis. There 
were scattered islands of parakeratosis and accu- 





Fig. 2B.—Lesions on forehead similar to those 
seen in Figure 2A. 
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mulations of inflammatory infiltrate in the papillary 
portion of the cutis. 


Comment 


The diagnosis of pseudohypoparathy- 
roidism is not difficult when all of the 
typical symptoms and signs are present. As 
more cases are reported, however, the vari- 
ability of the clinical picture becomes 
evident. Most patients with pseudohypo- 
parathyroidism are lacking in one or more 
of the aforementioned features. For in- 
stance, the fingers may be of normal length 
and there may be an absence of soft tissue 
ossifications. Occasionally, there may be 
normal phosphorus diuresis after 200 units 
of intravenous parathyroid hormone. The 
differential diagnosis of pseudohypoparathy- 
roidism includes a large number of dis- 
orders. Rickets, renal insufficiency, and 
steatorrhea can all produce a lowered serum 
calcium. A past history of thyroid surgery 
might suggest the possibility of operative 
damage to the parathyroid glands as the 
cause of hypocalcemia. 


Idiopathic hypoparathyroidism presents 
probably the most difficult and important 
differential diagnostic- problem. Here the 
symptomatology and chemical derangements 
are similar to those of pseudohypoparathy- 
roidism. Even many of the physical find- 
ings, such as cataracts, poor dentition, and 
mental and physical retardation are present 
in both entities. However, in pseudohypo- 
parathyroidism the characteristic facies and 
stature, when associated with abnormally 
shortened digits and soft tissue ossifications, 
are distinctive. Moreover, in most cases 
there is a clear-cut difference in the response 
to the Ellsworth-Howard test. The final 
proof of the presence of pseudohypopara- 
thyroidism would, of course, be the demon- 
stration of normal parathyroid tissue by 
biopsy. 

The differential diagnosis includes other 
causes of tetany and convulsive disorders, 
such as hyperventilation, alkali ingestion, 
‘and that from excessive loss of gastric con- 
tents through vomiting. Most of these 


Laymon—Zelickson 


conditions can be readily explained. Pseudo- 
hypoparathyroidism must be considered in 
patients who have been diagnosed as having 
idiopathic epilepsy. This is especially true 
if these patients are refractory to the usual 
anticonvulsant medications. 


Pseudohypoparathyroidism should be con- 
sidered in patients with dwarfism, especially 
achondroplasia and mental retardation. In 
some cases the obesity, round face, and 
mental sluggishness might suggest hypo- 
parathyroidism. Myositis ossificans, in 
which there are shortened digits of soft 
tissue calcifications, may at times be con- 
fused with pseudohypoparathyroidism. In 
the former, however, the serum calcium is 
normal. 

The skin is not especially helpful in diag- 
nosis, since there are no constant nor 
pathognomonic lesions. 


The cause of pseudohypoparathyroidism 
is unknown, although Albright’s original 
explanation of the pathogenesis still seems 
to fit the known facts of the disorder. There 
is apparently no lack of parathyroid hor- 
mone. Microscopic examinations of the 
parathyroid have been reported in at least 
four cases, and the tissues were found to be 
either normal or hyperplastic. This sug- 
gests, but does not prove, the secretion of 
a normal amount of parathyroid hormone. 
The failure of patients with pseudohypo- 
parathyroidism to exhibit a normal phos- 
phorus diuresis after 200 units of 
intravenous parathyroid hormone suggests 
inability of the kidney tubules to respond 
fully to the parathyroid hormone. In other 
words, there appears to be a failure of end- 
organ response rather than a lack of hor- 
mone. The work of Stewart and Bowen 
(1952) suggests, however, that the activity 
of parathyroid extract is not entirely con- 
tingent on kidney function. They thought 
that it was possible that parathyroid hor- 
mone may have two sites of action, one the 
bone and the other the kidney tubules. 

In 11 of the 25 cases reviewed by Frame 
and Carter, there was evidence that other 


members of the family exhibited some 
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traits present in the patients with pseudo- 
hypoparathyroidism. Of 14 close relatives 
having suggestive traits, 11 were females, 
emphasizing the apparent feminine pre- 
dominance. The presence of short stature 
was noted in the mothers of four patients 
and in the father of one patient. One 
mother exhibited short metacarpals and 
bowing of the radius. Two of the patients 
were twin sisters. Another patient had a 
twin sister with tetany, as well as calcium 
deposits in the basal ganglia. From the evi- 
dence presented it appears that the genetic 
relationship is closer in the pseudo than in 
the idiopathic form of hypoparathyroidism. 
It may be, as suggested by Bishop and De 
Mowbray (1951), that any one of the major 
components of pseudohypoparathyroidism 
may be inherited independently of the oth- 
ers. It would seem reasonable to conclude, 
on the basis of present evidence, that pseu- 
dohypoparathyroidism is hereditary rather 
than acquired, 

Our case was previously discussed by 
Lowe and his associates (1950). They 
thought that the sequence of events in the 
pathogenesis of the patient’s disorder was 
as follows: Her primary disease was 
steatorrhea. This had been present’ since 
very early in life, though no cause for it 
could be determined. The — steatorrhea 
caused malabsorption of the fat-soluble 
vitamins. Lowe et al. found that the ab- 
sorption of vitamin A was low and that the 
absorption of vitamin K was poor, as evi- 
denced by the development of hypopro- 
thrombinemia. They reasoned that the 
absorption of vitamin D was poor, both by 
analogy with other patients in whom this 
has been demonstrated and by the fact that 
the patient responded to parenteral medica- 
tion with this vitamin. Secondary to the 
malabsorption of vitamin D, the patient 
failed to absorb calcium from her intestines, 
which in turn caused hypocalcemia and 
tetany. These authors thought that all of 
the patients’ abnormalities were due to 
steatorrhea, They thought that, because of 
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continued overstimulation, the kidneys had 
become refractive to parathyroid hormone. 
They reasoned that the presence of poor 
absorption of vitamin D, concomitant mal- 
absorption of calcium from a diet low in 
that element, and secondary hypocalcemia 
caused prolonged parathyroid stimulation. 
They mentioned that patients and experi- 
mental animals frequently become re- 
fractory to prolonged administration of 
parathyroid extract and that animals main- 
tained on low-calcium diets rapidly become 
resistant to parathyroid extract. 


The terminology in this disorder deserves 
brief comment. Albright, Forbes, and 
Henneman (1952) reported a case of 
pseudohypoparathyroidism in which all of 
the usual anatomic stigmata were present 
but the serum calcium and phosphorus levels 
were normal and the patient exhibited no 
clinical evidence of hypoparathyroidism. 
They called this new syndrome “pseudo- 
pseudohypoparathyroidism.” In view of the 
absence of clinical and laboratory signs of 
hypoparathyroidism, one would expect a 
normal response to the Ellsworth-Howard 
test (phosphorus diuresis following intra- 
venous parathyroid hormone injection). 
However, their patient did not respond nor- 
mally to this test. Miles and Elrick (1955) 
reported a second case and thought that per- 
haps this could be explained because an 
impotent extract was used. Roche (1955) 
reported another case which was similar in 
some respects to that of Albright and his 
colleagues, It seems to us that the nomencla- 
ture of diseases is already too complicated 
and that the term of pseudopseudohypopara- 
thyroidism is a good example of adding 
confusion to terminology. The case of 
Roche presented only short stature, round 
face, and shortening of the second, third, 
and fourth metacarpals, and the roentgeno- 
grams revealed exostoses with secondary 
metaphyseal dysplasia in both femoral 
necks, lower femoral metaphyses, and up- 
per tibial metaphyses, radii, and ulnae. 
The term pseudopseudohypoparathyroidism’ 
probably should be discarded and replaced 
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in each case by a descriptive denomination, 
such as dyschondroplasia or exostoses with 
metaphyseal dysplasia or congenital skeletal 
malformations. 


Summary 


Pseudohypoparathyroidism is a rare dis- 
ease characterized by tetany and convulsions, 
low serum calcium with elevation of serum 
phosphorus, symmetrical obesity with round 
full facies, stubby fingers, acalcification of 
dental roots, and mental retardation in 
some cases. There is a failure of the ap- 
pearance of phosphorus diuresis after the 
intravenous administration of parathyroid 
extract. 

It seems likely that there is an end-organ 
(kidney) failure to respond to parathyroid 
hormone, which results in the chemical aber- 
rations in the blood present in this disorder. 

Cutaneous lesions are of little value in 
diagnosis. In most cases the skin was not 
mentioned. In some cases there was cutane- 
ous dryness and coarseness, facial hyper- 
trichosis, thinning of the fingernails, 
sparseness of hair on the scalp, face, and 
axillas, and scaly lesions at the angles of 
the mouth. Flushing of the face was men- 
tioned in one case. Our patient presented 
lichenified plaques on the face and neck 
simulating seborrheic dermatitis and lesions 
on the scalp which resembled psoriasis. The 
entire skin of our patient was dry and 
scaly, resembling ichthyosis. 


Although the cause of pseudohypopara- 
thyroidism is unknown, it seems to be 
hereditary rather than acquired. Steatorrhea 
may play a role in some cases. 


345 Medical Arts Building (2). 
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Erythema Elevatum Diutinum 


Report of a Case 


WARREN L. MACAULAY, M.D., Fargo, N. D. 


Erythema elevatum diutinum is indeed a 
rare disease. Clinicians of wide experience 
may deny any acquaintance with the dis- 
order, while standard textbooks of der- 
matology usually dispense with the subject 
in a short paragraph of small print. Dur- 
ing the past 25 years case reports or dis- 
sertations on erythema elevatum diutinum 
appearing in the world’s medical literature 
have averaged less than one a year.’ 
Erythema elevatum diutinum’s entity claim 
has been repeatedly challenged. Its place 
in classification remains unsettled, and dif- 
ferences of opinion exist regarding its 
pathogenesis and histopathologic interpreta- 
tion. These issues are acknowledged but 
purposely avoided, the sole intent being to 
record an example of this unusual condition. 


Report of Case 


A 54-year-old white farmer-mechanic was first 
seen on May 7, 1955. The lesions of which he 
complained had first appeared on the left dorsal 
hand and on the left elbow area six years pre- 
viously. Subsequently, lesions had appeared else- 
where on the body. The advent of each new lesion 
was heralded by intense localized pruritus of sev- 
eral days’ duration, after which a small papule 
appeared and gradually enlarged. Some lesions 
remained papular. Others became plateau-like num- 
mular lesions, while still others became annular, 
a few circinate, and a few keloid-like. No break- 
down or ulceration was ever observed. Over the 
years a few lesions had regressed spontaneously, 
leaving, in most instances, no scar or residual. 
However, in a few instances slight pigmentation 
remained at the site. The patient observed that a 
lesion never recurred in the same spot once it had 
regressed. Symptoms of “smarting and burning” 
were induced in the hand lesions by the irritation 
of a day’s work, and similar symptoms developed 
in the anterior thigh lesions after lifting hay 
bales. The hand lesions were “tender” to trauma. 
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Exposure to cold weather likewise provoked symp- 
toms of “smarting and burning.” Otherwise the 
patient was without subjective complaints of any 
kind. 

A review of the patient’s past history revealed 
that he was born in Minnesota of Scandinavian 
stock. He had pneumonia at the age of 6 years 
and mumps with orchitis at age 19. “Inflammatory 
rheumatism” was diagnosed at age 23, and he was 
confined to bed for 11 weeks at that time. Ever 
since, exposure to cold produced “rheumatism,” 
characterized by stiffness in the ankles and shoul- 
ders without redness, heat, or swelling. 

He knew of no relative, near or distant, similarly 
afflicted with this skin disorder. He denied taking 
any medications. 

Physical examination revealed the patient to be 
of normal body build and weight. The right testis 
was atrophic. No heart murmurs were heard. All 


joints were freely movable and grossly normal. 
The blood pressure 110/70. 


A total of 114 lesions was present on the skin. 
They were distributed chiefly over the buttocks and 
posterior iliac crests, the knees and anterior thighs, 
the Achilles tendons, the dorsal feet, the elbows 
and extensor forearms, and the dorsal hands and 
wrists. The lesions were chocolate-colored—a mix- 
ture of purple, red, and brown. Many of the le- 
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sions were obtuse papules. Others were elevated 
nummular plaques, while still others were annular, 
with depressed clear centers. On the dorsal hands 
and elbows the lesions were rough and dry, with 
a light scale. Otherwise, all lesions were smooth 
and waxy and of a rubbery consistency. On the 
anterior thighs a keloid-like character was affected 
(Figs. 1, 2 and 3). 

The laboratory findings were as follows: hemo- 
globin 13.4 gm.; RBC 3,980,000; WBC 6,500, 
with 4% lymphocytes, 52% segmented cells, 2% 
band forms, and 2% eosinophils. Total serum 
proteins were 8.10 gm. %, with 5.92 gm. % al- 
bumin. The albumin-globulin ratio was 2.85:1. The 
serologic test for syphilis was negative. The 
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sedimentation rate was 20 mm. per hour ( Wester- 
gren). The blood uric acid was 2.44 mg. %. A 
urinalysis was normal. A roentgenogram of the 
chest was normal. Roentgenograms of the hands 
and feet were normal except for a solitary small 
cystic lesion in the right carpal captate bone. 
(This finding is a common minor degenerative 
change and is regarded as of no clinical signifi- 
cance.) The ppd in the first strength was negative. 

Two biopsies were performed. Specimen A was 
a maculopapular lesion from the right flank, and 
specimen B was a keloid-like lesion from the left 
flank. The specimens were submitted to Dr. Her- 
mann Pinkus, of Monroe, Mich., who reported 
as follows: 

“In Specimen A the epidermis is moderately 
acanthotic and hyperkeratotic without parakeratosis. 
The corium contains a heavy cellular infiltrate 
which occupies the upper half of the pars reticu- 
laris, but does not affect the papillae and the 
deeper portion of the pars reticularis. The infil- 
trate is fairly diffuse with a predilection for 
perivascular arrangement. It consists predominantly 
of neutrophilic polymorphonuclear leukocytes, 
many of which are pynotic and degenerating. 
Eosinophils are absent. Mast cells are increased in 
number. There are focal accumulations of macro- 
phages containing hemosiderin. The number of 
fixed tissue cells of fibrocytic type is increased. 
The collagen shows a tendency to trabeculation, 
particularly around the blood vessels, with leuko- 
cytes in the spaces of the mesh work. The super- 
ficial elastic fibers of the papillae are normal; the 
amount of deeper elastic tissue seems decreased. 
The decrease probably is relative rather than ab- 
solute and is due to the presence of cellular in- 


Figure 3 
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filtrate and new formation of collagen rather 
than to destruction of preformed elastic fibers 
[Fig. 4]. 


“In Specimen B the basic histologic changes are 
similar. There is a pronounced increase of fibro- 
cytes and collagen. Elastic tissue is almost absent. 
The depth of the pathologic zone is almost double 
that of the first specimen. This seems to be due 
to new formation of fibrous tissue rather than 
involvement of the deeper parts of the corium. 
Sections stained with a modified Van Gieson pro- 
cedure show moderate quantities of a yellow mate- 
rial resembling Weidman’s ‘toxic hyaline’ between 
the red trabeculae of perivascular collagen. 

“Conclusions: The findings strongly suggest a 
diagnosis of erythema elevatum diutinum (Weid- 
man type), almost the only dermatosis combining 
a very chronic course with predominantly poly- 
morphonuclear infiltrate. This diagnosis is sup- 
ported by the presence of small amounts of ‘toxic 
hyalin’ in the perivascular tissue. 

“The histologic changes do not resemble those 
found in granuloma annulare (Bury type of ery- 
thema elevatum diutinum). While there is some 
resemblance to the histologic picture of granuloma 
faciale, the complete absence of eosinophils and the 
relative lack of granulomatous features in the in- 
filtrate seems to set this case apart from the facial 
granulomata with eosinophilia.” 


A dose of 300 r given at 110 kv., 4 ma, 8 in. 
distance, with 2 mm, aluminum filtration was 
directed at two lesions of the left ulnar forearm. 
This therapy appeared to have no effect whatever. 
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On June 8, 1955, prednisone * therapy was ini- 
tiated in a dosage of 5 mg. every 6 hours for 3 
days, then 5 mg. every 8 hours for 10 days, and 
then 5 mg. every 12 hours for 24 days, for a total 
medication time of 37 days. Therapy was stopped 
on July 15, 1955, at which time the patient- re- 
ported that the lesions “felt better.” Further 
questioning disclosed that subjectively the lesions 
felt “less thick” and there was “less smarting and 
burning” in the hand lesions. It appeared that pos- 
sibly some of the lesions had lost a little of their 
infiltration, while a few papulonodular lesions had 
melted down to pigmented macular areas. How- 
ever, the effects were not pronounced. Because of 
the patients enthusiasm, prednisone therapy was 
resumed on July 27, 1955, this time proceeding with 
a similar dosage schedule as recorded above but 
continuing for a total of 50 days. A third biopsy, 
done on the 21st day of this second course of 
therapy, showed changes identical with Specimens 
A and B recorded above. On completion of this 
course of prednisone it was apparent that some 
involution was taking place. A few of the lesions 
were slowly melting down to skin level, losing 
their red-brown color and leaving dark brown 
macular pigmentation. The therapeutic effects were 
far from convincing, but on the patient’s insistence 
that another course might turn the trick, prednisone 
was resumed on Sept. 14, 1955, in higher dosage. 
This time 5 mg. was given every six hours for 
10 days, followed by 5 mg. every eight hours for 
12 days thereafter. By Oct. 5, 1955, it was apparent 


* Meticorten, supplied by Schering Corporation. 
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to all that prednisone in the dosages employed 
would not materially influence the eruption. Ac- 
cordingly, prednisone was withdrawn by gradual 
decrements and stopped on Oct. 13, 1955. While 
on prednisone, the patient was fortified with potas- 
sium chloride by mouth. His weight and blood 
pressure remained normal during this time. No new 
lesions developed while the patient was on predni- 
sone therapy. 

On Oct. 19, 1955, a course of tetracycline + was 
instituted. Two hundred fifty milligrams was 
taken by mouth every eight hours for three days, 
atter which time a mild diarrhea developed. The 
dosage was reduced to 250 mg. every 12 hours, and 
the patient continued on this medication for a 
total of 25 days. At the end of this time there 
was no apparent change in the lesions and no sub- 
jective beneficial effects were reported. 

With the onset of cold weather, the patient 
reported on Nov. 16, 1955, that the lesions on his 


y Achromycin, supplied by Lederle Laboratories 
Division, American Cyanamid Company. ` 
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hands again became “sore” when exposed to the 
elements. 


Summary 


A case of erythema elevatum diutinum 
is reported. The results of therapy were un- 
satisfactory. Steroid (prednisone) therapy 
produced only slight improvement, while 


broad-spectrum antibiotic (tetracycline) 
therapy had no effect. 
Fargo Clinic, 807 Broadway. 
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Laboratory Studies in a Series of Biologic 


False-Positive Reactors 


J. LOWRY MILLER, M.D.; MARVIN BRODEY, M.D., and JUSTINA H. HILL, D.Sc., New York 


The existence of the biologic false-posi- 
tive reaction in the standard tests for 
syphilis has long been suspected. Its exact 
significance is as yet unknown. This report 
concerns a group of patients who, in the 
main, had no medical sign or symptom 
except a biologic false-positive reaction. To 
shed light on the significance of this finding, 
a variety of laboratory tests were done on 
each patient. These included serum elec- 
trophoretic patterns * and/or protein parti- 
tions by the Howe method; cephalin 
flocculation; thymol turbidity determina- 
tions; sedimentation rates; heterophil, Bru- 
cella, cold agglutinin, and cryoglobulin 
determinations ; L. E. preparations ; Coombs 
tests; complete blood cell counts, and uri- 
nalyses. 

The importance of the biologic false- 
positive reaction is evident from our ex- 
perience +? and that of others.** From our 
first report,’ in a group of 73 patients ad- 
mitted to the hospital for various diseases 
and found to have a biologic false-positive 
reaction, 15.0% had acute disseminated 
lupus erythematosus with positive L. E. 


Submitted for publication July 29, 1958. 

Read before the 78th Annual Meeting of the 
American Dermatological Association, Inc., Sun 
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From the Department of Dermatology, Columbia 
University College of Physicians and Surgeons, 
Presbyterian Hospital, and the Vanderbilt Clinic. 

The electrophoretic pattern determinations were 
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cells. From our second report,” in a group 
of 245 patients with a known persistent 
biologic false-positive reaction, 23.2% had a 
systemic disease. Of this group with sys- 
temic disease, 10.5%, all women, had 
systemic lupus erythematosus with positive 
L. E. cells. The percentage of systemic 
lupus erythematosus for the entire group 
of 245 patients was 2.4%. In an additional 
group of 310 patients who had only re- 
cently been observed and in whom tran- 
siency of the biologic false-positive reactions 
could not be ruled out, the percentage of 
systemic disease and systemic lupus ery- 
thematosus was essentially the same. Moore 
and Lutz ® found an incidence of 6.7% of 
proved systemic lupus erythematosus and 
4.8% of rheumatoid arthritis in a group of 
148 patients with biologic false-positive re- 
action. 

The frequency of the biologic false-posi- 
tive reaction in patients with positive stand- 
ard tests for syphilis has been estimated to 
be about 40% by Moore® in white patients 
in the upper educational and socioeconomic 
levels. In a recent study ‘ of our material 
gathered largely from a clinic population, 
the proportion of biologic false-positive re- 
actors was approximately 30%. This tends 
to substantiate the higher percentage of this 
reaction found in the higher economic levels. 
With the decline in cases of early syphilis 
it is to be anticipated that there will be a 
relative increase in the number of biologic 
false-positive reactors discovered by routine 
testing with the standard tests for syphilis. 

The criteria for the diagnosis of biologic 
false-positive reactors must include con- 
firmation by negative results with a specific 
test, either the treponemal immobilization 
test or one of the newer treponemal tests, 
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such as the Treponema pallidum comple- 
ment-fixation test. In addition, there should 
be no history or physical findings of syphilis 
and preferably a negative spinal fluid ex- 
amination and a reasonable lack of oppor- 
tunity for exposure to syphilis. 

As previously stated, this study was de- 
signed to gather laboratory information on 
a group of patients who, in the main, ap- 
peared well except for the finding of a 
biologic false-positive reaction. The ma- 
jority were from our clinic in the Vander- 
bilt Clinic, and the remainder had been seen 
in private practice. All of the laboratory 
tests were done in the appropriate labora- 
tories at the Columbia-Presbyterian Medical 
Center. The specimens for all the tests, 
including treponemal immobilization and 
standard tests for syphilis, were collected 
at the same time in the Vanderbilt Clinic. 
A few patients have been included in whom 
the majority of the tests had been per- 
formed in the course of a hospital ad- 
mission to this institution. They have not 
been included in our previous published re- 
sults and occur largely in the group listed 
with some type of systemic disease. 

In the Table are listed the results of a 
variety of tests done on a group of 79 
patients who had a biologic false-positive 








tests were done on each patient at the same 
time. The variation of the number of each 
test done from the total number of patients 
results from breakage of specimen tubes, 
unsatisfactory results, or failure of patients 
to follow through with some tests. The pa- 
tients are divided into two groups. The 
first group, listed as nonsystemic, contains 
all those who had no signs or symptoms 
except a biologic false-positive reaction. 
Twelve patients are classified as having 
systemic disease. In this group there was 
one patient with each of the following diag- 
rheumatoid arthritis, Laennec’s 

congenital hemolytic anemia, 
cryoglobulinemia, cerebral vascular accident, 
systemic lupus erythematosus, and diabetes 
mellitus. The eighth patient was a woman, 
aged 40, who, at the time these tests were 
made, was tentatively diagnosed as multiple 
sclerosis. She died six months later in an- 
other hospital of a brain tumor. The ninth 
patient is a woman aged 41, who has had 
migratory polyarthritis, transient recurring 
facial rash, a sedimentation rate of 70, and 
as yet a negative L. E. preparation. The 
10th patient is a woman aged 23, who had 
rheumatic fever at the age of 12. She has 
been known to have a biologic false-positive 
reaction for a year and one-half and while 


noses: 
cirrhosis, 








reaction, In the majority of instances the under study developed migratory polyarth- 
Summary of Laboratory Findings in a Sertes of Seventy-Nine Patients with 
Biologic False-Posittve Reactions 
Nonsystemic * Systemic 
Normal Abnormal Total No. Normal Abnormal Total No. 
Results Results Tests Done Results Results Tests Dore 
Complete blood cell count.....-.....-.--------- Ag 5 64 ` 4 12 
Cephalin flocculation................-...-...... 44 23 67 2 R 10 
Pio Rg ee 43 24 67 1 9 10 
Sedimentation rate-.-------------------- es 51 16 67 4 7 11 
Saen aTi Se ht PALE ETETA 41 18 59 7 1 8 
a a S E E A G 62 4 66 il 1 12 
So a ey ek ae ee ce eee 54 3 57 4 2 6 
SES PE spa S Sadiococechcesks dcskc 18 2 20 6 3 9 
Electrophoretic pattern- .------------ ee SA 21 21 42 2 2 4 
COONS Sb eenen e aaitshanic 63 0 63 7 0 7 
Heterophil agglutination ._...___-_-_-_-_-___- æ 55 0 55 5 0 5 
Wim etiTIAtion: 22.22 + 2-------- 56 0 56 4 1 5 
aaien BPTIUIIAUION. 2... O 59 0 59 6 0 6 
a 56 17 57 8 1 9 





— -e 


* Patients with no sign or symptom of systemic disease. 
t Suspicious. 
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ritis, increased sedimentation rate, positive 
cephalin flocculation, and a marked increase 
in y-globulin, The 11th patient is a woman 
aged 48, who was treated in 1936 with 
bismuth and arsenic for a positive standard 
test for syphilis, with no other evidence of 
this disease. In 1950 she developed grand 
mal seizures. A neurological work-up in 
1954 was essentially negative except for the 
convulsive disorder. All of the tests were 
negative except for a positive cephalin floc- 
culation and thymol turbidity. The 12th 
and last patient is a woman aged 25, who 
has had a positive standard test for syphilis 
for four years. She has an increased a- 
and æ- and y-globulin. The albumin was 
3.1% ; the globulin was 5.6 gm. %, and the 
sedimentation rate was 118. She is as yet 
undiagnosed but has generalized lymphad- 
enopathy suggestive of a lymphoma. 

The known duration of the positive stand- 
ard tests for syphilis in the group with no 
systemic disease varies from 1 to 40 years, 
with a median of 5 years. For the group 
listed as systemic disease the median was 
three years for the duration of positivity 
of the standard tests. 

The age of the men with no systemic 
disease varied from 23 to 76 years, with a 
median of 46. The age of the women in the 
same group was from 23 to 82 years, with 
a median of 44. One man, aged 59, was 
listed as having systemic disease. The age 
of the women listed with systemic disease 
was from 18 to 61 years, with a median of 
41. 

The preponderance of women over men, 
amounting to 71%, in our previously re- 
ported series was again present here in a 
ratio of 15 men to 52 women in the group 
With systemic 
disease the ratio of men to women was 1 


to ll, 


with no systemic disease. 


Comment 


Examination of the Table confirms the 
impression that the biologic false-positive 
reaction is an evidence, often the first, of 
an abnormal factor or factors associated 
with y-globulin. The Coombs test and 
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heterophil and Brucella agglutinations were 
consistently negative. The cold agglutina- 
tions were all negative except in the one 
patient with cryoglobulinemia. The L. E. 
preparations were all negative except in 
the patient with systemic lupus erythema- 
tosus and one suspicious test in a Chinese 
man in whom all other tests, signs, and 
symptoms were negative. 

As seen in the Table, the incidence of 
normal to abnormal findings in the electro- 
phoretic pattern determinations was one to 
one in both the nonsystemic and systemic 
groups. This abnormality of 50% was the 
highest found with any of the tests. A wide 
variation in the type of derangement in 
the serum protein was apparent in the 
specimens exhibiting abnormalities 
both groups of patients. 


from 
These derange- 
ments consisted of an increase in the y- 
globulin fraction in 15 specimens and an 
Increase in the as- and B-fractions in 7 
specimens. The hypergammaglobulinemia is 
similar to that seen in a large proportion of 
patients with cirrhosis, the collagen disor- 
ders (including systemic lupus erythema- 
tosus and periarteritis), and sarcoidosis in 
that a ditfuse increase in the y-globulin peak 
is exhibited. The increase in a-globulins is 
considered to be a nonspecific abnormality, 
which is encountered with great regularity 
in almost all chronic disease states, includ- 
ing those of infectious, degenerative, and 
neoplastic origin, 

It is notable that three patients with no 
systemie disease were found to have a sig- 
nificant decrease in y-globulin below the 
limit of normal variation. In these three 
patients there were no other electrophoretic 
abnormalities. This observation of a hypo- 
gammaglobulinemia in conjunction with the 
observation of several other patients with 
y-globulin within normal electrophoretic 
limits could again indicate that the positive 
standard test for syphilis is, in part at 
least, dependent upon the presence of an 
abnormal circulating y-globulin and that a 
qualitative 


abnormality may be preseñt 


without an electrophoretically demonstrable 
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increase in this fraction. It must be stressed 
that, although the y-globulin appears to be 
a single component electrophoretically, this 
fraction is, in actuality, a complex mixture 
of a vast number of different protein con- 
stituents, which have in common their elec- 
trophoretic mobility. this it is 
apparent that the hypergammaglobulinemia 
seen in two different disease states, such as 
systemic lupus erythematosus and sarcoido- 
sis, although 


rom 


electrophoretically —indistin- 
guishable, may, in fact, be vastly different in 
the particular protein varieties represented. 
This thesis is substantiated by the rarity 
with which one finds biologic false-positive 
reactions in sarcoidosis! and lymphopathia 
venereum, 

It is of considerable interest that in the 
patients manifesting laboratory evidence of 
a serum protein derangement in the form 
of a positive flocculation reaction with 
cephalin cholesterol or thymol, some of these 
patients had electrophoretic patterns within 
normal limits and others had a hypergamma- 
globulinemia. It must again be concluded 
that qualitative abnormalities may exist with 
or without demonstrable quantitative globu- 
lin changes. 

In the Table it will be noted that the 
proportion of abnormal results with the 
serum protein fractionation by the chemical 
(Howe) method is much lower than with 
electrophoretic separation. This apparent 
discrepancy is consistent with the well- 
documented that, with the 
Howe technique, the a-globulins are left in 
the albumin fraction after precipitation of 
the globulins. Accordingly, these pathologi- 
cally increased moieties 


observation * 


(the a-glycopro- 
teins) are erroneously included with albu- 
min. The electrophoretic technique permits 
the separation of these a-globulins from al- 
bumin, therewith resulting in a more correct 
quantitative result than is possible with the 
chemical fractionation procedure. 

The cephalin flocculation and the thymol 
tårbidity tests were positive in approxi- 


f 


mately 36% of the group without systemic 
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disease and were positive in 8 out of 10 
patients with systemic disease. 

The sedimentation rate was increased in 
24% of those patients with no systemic 
disease and in 7 of the 11 patients with 
systemic disease. Where consistently in- 
creased with no apparent evidence of sys- 
temic disease, it serves as a further warning 
of possible diffculty for the patient. 

The 


curred, with the exception of two patients, 


increased cholesterol findings oc- 
in those 50 years of age or over. 

The following paragraph encompasses in 
our opinion the proper procedure with a 
patient with a biologic false-positive reac- 
tion. It is based on the extent of knowledge 
now available on this subject. The diag- 


nosis of biologic false-positive reaction 
cannot be made without confirmation by re- 
more of the specific 


sults of one or 


treponemal tests. When the diagnosis is 
thus made, it should be followed by serum 
electrophoretic and sedimentation rate stud- 
ies, cephalin flocculation and thymol tur- 
bidity determinations, and complete blood 
cell counts. If these are all negative, yearly 
observation—especially for joint pains, un- 
fever, 


explained bouts of and general 


malaise—should suffice. If some of the tests 
listed are positive, more careful observation 
is indicated, with repetition of the tests 


The 


biologic false-positive reaction is always of 


from time to time. diagnosis of 


serious significance. It is commoner and 
of more concern in women, especially young 
women, because of the higher incidence of 
systemic lupus erythematosus in this group. 
Despite the serious significance of a biologic 
false-positive reaction, it is evident that 
many patients with this finding have ex- 
hibited no apparent ill effects over many 
years. These variations are present in many 
chronic diseases. Alertness to the poten- 
tialities, careful observation, and laboratory 
studies are at present our best means of 
defense. Future research may clarify the 
problem. 
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Conclusions 


In 79 patients studied with a variety of 
laboratory tests, 57 showed abnormality in 
1 or more tests. 

Sixty-seven of these patients exhibited 
no clinical evidence of disease except a 
biologic false-positive reaction. Forty-seven 
showed abnormalities in the laboratory tests 
done. 

Twelve patients had clinical evidence of 
systemic disease, with a higher proportion 
of positive results of laboratory tests than 
those without systemic disease, 

The findings of the serum electrophoretic 
pattern showed a wide variation in the type 
of derangement in the serum protein. 

The tests in the order named were those 
showing the highest incidence of ab- 
normality: serum electrophoretic pattern, 
cephalin flocculation, thymol turbidity, sedi- 
mentation rate, and complete blood cell 
count. The performance of these tests is 
advocated in patients with biologic false- 
positive reactions, 

555 Park Ave. (21). 
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ABSTRACT OF DISCUSSION 


Dr. Norman N. Epstetn, San Francisco: The 
detection of biologic false-positive (BFP) re- 
actors has been greatly simplified by the intro- 
duction of the Treponema immobilization test 
(TPI) by Nelson and Mayer, in 1949, and more 
recently by other tests for treponemal antibodies, 
such as the Treponema pallidum complement-fixa- 
tion test (TPCF), the Treponema pallidum ag- 
glutination test (TPA), the Treponema pallidum 
immune adherence test (TPIA), and the Reiter’s 
protein complement-fixation test. These latter 
tests are highly specific for the detection of trep- 
onemal disease. 


The absence of treponemal antibodies in the 
blood serum of a patient with a positive standard 
test for syphilis (STS) as determined by a negative 
test employing a treponemal antigen is sufficient for 
a diagnosis of a biologic false-positive reaction. 
This statement requires some qualification, as it 
is known that the treponemal tests also give false- 
positive and false-negative reactions. The exact 
percentage of such reactions is not known, but it 
is thought to be rather small. A recent survey of 
the United States Public Health Service (USPH) 
in which the treponemal tests, including the Reiter’s 
protein complement-fixation test, were compared 
with several STS’s for syphilis in a number of 
different laboratories, was completed in October, 
1957. The final results have not been compiled 
as yet, but from the material which I had the 
opportunity of examining, it seemed that the per- 
centage of false reactions with the treponemal 
tests may be considerably higher than the 1% 
to 2% commonly thought to occur. As we 
gain more experience with the treponemal tests, 
the true incidence of false reactions will be de- 
termined more accurately. Nevertheless, in spite 
of these limitations, it may be said that a patient 
who gives no history of syphilis, who on careful 
physical examination shows no signs of syphilis, 
whose STS is positive and whose treponemal test 
is negative, should be considered a BFP reactor. 

jJesides releasing many patients from the stigma 
of a diagnosis of syphilis, the fact that BFP re- 
actors can be detected accurately has had some 
very significant implications. The work of J. 
Lowry Miller and others indicates that a patient 
with a chronic or persistent BFP reaction in his 
blood serum may have some serious systemic disease 
other than and more serious than syphilis. In this 
group, young women with disseminate lupus 
erythematosus are not an uncommon finding. How- 
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ever, a large number of other systemic diseases 
have been found among patients who are chronic 
BFP reactors. 

In his paper, Dr. Miller examined a group of 
79 patients who were known to be chronic BFP 
reactors, i. e, with a known history of such re- 
actions for six months or longer. He subjected this 
group to a battery of laboratory examinations in 
an attempt to find a pattern of abnormalities which 
would throw light on the nature of the positive STS 
reactions in their sera. He found that the 12 
patients with evidence of systemic disease showed 
greater degrees of abnormality in the laboratory 
tests than the 67 who showed no evidence of 
systemic disease. In this latter group, 59 of the 67 
patients showed abnormalities in one or more tests. 
From these results, Dr. Miller concludes that 
the positive STS found in this group is probably 
associated with abnormal globulins in their sera. 

The conclusions which should be drawn from 
Dr. Miller’s work are as follows: 

1. When a patient is discovered to be a persistent 
BFP reactor, he or she should be subjected to a 
thorough study for systemic disease. 


2. Those patients of this group who show no 
evidence of systemic disease clinically but who 
exhibit some abnormality in their laboratory exam- 
ination should be checked from time to time, as 
they may be candidates for some serious systemic 
disease. 

3. Those patients who show no evidence, either 
clinically or from a laboratory standpoint, of 
systemic disease should be discharged from care. 


Dr. Miller is to be congratulated on making an 
important and timely contribution to a subject 
which is of great interest and significance to all 
physicians. 

Dr. Cartes C. DENNIE, Kansas City, Mo.: This 
excellent presentation is a classic description of 
that phenomenon known as serendipity. The first 
part of the program in this research work was to 
clarify the Treponema immobilization, test and, thus, 
negate certain factors in the diagnosis of syphilis. 
The second part interested Dr. Miller to such a 
point that the tail now wags the dog. It is an 
investigation of these substances that produce the 
false-positive reaction, substances that have pointed 
to the fact that other diseases then may produce 
similar and like substances which are responsible 
for the serologic reaction. 


How did this come about? When the Wasser- 
mann test was devised, the pulverized liver of an 
unborn syphilitic child was used as antigen, and so 
they not only had in this liver masses of Trep- 
onemata pallidum but also the cells of the liver that 
had been changed by the action of those organisms 
in situ. One had, then, an excellent antigen, 
which constitutes the heart of these reactions, and 
that antigen was practically specific for syphilis. 


Miller et al. 


If we had false-positive reactions, we did not 
recognize them. But, as the sensitivity of the 
antigen was increased, so, also, was the number 
of false-positive reactions increased. 

For a long time, our sole duty was to attempt to 
comfort these people by telling them that their 
cerebrospinal fluid was negative, that their x-rays 
and eyeground examinations were negative, and, 
if they were married, that the blood and spinal 
fluid of all their children would be negative. Yet, 
this we did not believe ourselves, because we went 
ahead and treated these patients anyhow, many 
times with tragic results. 

This work has opened up a new field. As Dr. 
Miller said, we are still working with unknown 
factors producing a positive result, which is 
against the law of physics and chemistry; so 
we have to go farther with electrophoretic and 
other methods for extracting these small molecules 
of globulin, but the thing that we have to do 
further is not only to separate these globulins but 
also to divide them into their component parts and 
reconstruct them chemically and physically as they 
are now. Only when we have reached that stage 
at which we can do this thing can we differentiate 
the various diseases of which they are an index. 


Dr. STEPHEN RoTtHMAN, Chicago: Dr. Miller 
is to be congratulated for his splendid study. He 
brought into much sharper focus what Dr. Richard 
Weiss told us here a few years ago, in discussing 
the lupus erythematosus phenomenon—that now- 
adays if he receives a positive serological report 
on one of his patients, he first thinks of lupus 
erythematosus and not of syphilis. 

As Dr. Dennie mentioned, the biologically false- 
positive reactions probably will be eliminated by 
more widespread use of serological testing with 
treponemal antigens. The TPI test has been far 
too complicated and difficult to carry out, and so 
it has been practiced only in a few centers in the 
United States. However, the new test of Magnuson, 
the Treponema pallidum complement-fixation: test, 
or, in brief, the TPCF test, seems to have become 
generally available. The antigen will now be on 
the market, and it is an extremely simple technique 
with which to work. 

This TPCF test so far seems to be absolutely 
specific for syphilis, or, rather, absolutely specific 
for spirochetoses and trypanosomiasis. There is 
one interesting limitation to it, namely, that even 
this test has its lower threshold of sensitivity. Dr. 
Pearson, in our department, has demonstrated that 
in cases where there is good reason to believe 
that the patient has had syphilis—for instance, 
in cases of aortic aneurysms—injection of a small 
number of dead treponemes from a highly purified 
Treponema suspension has a challenging provocative 
action on the TPI and TPCF tests. In an amaz- 
ingly high percentage of cases where there was 
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suspicion of syphilis and the TPI or TPCE test 
was negative or weakly positive, Pearson obtained 
this challenging effect after injection of dead trep- 
onemes from negative to weakly positive or from 
weakly positive to strongly positive. Numerically, 
such changes amount to almost 40% of his material. 
So, if there is really serious suspicion of syphilis, 
and these tests with specific antigens are negative, 
it is worth while to carry out this challenging test 
to be sure about the presence or absence of syphilis. 

These tests with specific antigens have indeed 
opened up a new era, and all the inaccuracies of 
the conventional test, with normal beef heart 
extract, cholesterinized or uncholesterinized, and 
with the cardiolipin antigen have been practically 
eliminated. 

Dr. Marion B. Sutzpercer, New York: First 
of all, I agree with those who said that Dr. Miller 
and his collaborators have contributed something 
of great value in making the meaning of the 
biologic false-positive, the possible causes, the 
substances, etc. somewhat clearer with this careful 
study. 

I should like to add to what Dr. Rothman has 
said, and to report about the use of another antigen 
with which we have been working at New York 
University-Bellevue Medical Center. At first, the 
late Dr. Charles Rein, and now, in his laboratory, 
Dr. George Kostant and Miss Louise Kelcec have 
been investigating the use of an antigen derived from 
the Reiter strain of treponeme. This antigen seems 
to have about the same specificity in complement- 
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fixation and other serologic tests as antigens derived 
from the T. pallidum. But it has the great added 
advantages that it will be much easier to get and 
much cheaper—much safer and more practical to 
produce because one is dealing with a nonpathogenic 
treponeme which can be cultured in the test tube 
on nonliving culture medium. One does not need 
to harvest the pathogenic T. pallidum from rabbits’ 
testes, as is necessary for preparing the other 
specific treponemal antigens. 

Dr. J. Lowry MILLER, New York: I think, with 
regard to what Dr. Sulzberger had to say, we are 
in our own laboratory finding that a rather close 
correspondence between the results of the Reiter 
antigen and the TPI tests exists. The Reiter test 
is a very simple one, and I hope that it can be 
proved to be sufficiently reliable to warrant its 
use in all laboratories. 

I think, perhaps, we might sum up the problem 
we were trying to present this morning in a simple 
case: a young woman, 26 years of age, was very 
attractive; she had an excellent position, and her 
company said she had great possibilities with them. 
She was also in the position of a young woman 
wishing to marry. The problem she presented to 
us was that she had a strong biologic false-positive 
reaction. She told me, “If I’m going to develop 
one of these diseases, I do not wish to marry. I 
can continue with my career. I will not burden 
myself on someone else. If I am going to live a 
normal life, I would like to marry. What may I 
da?” This is the problem, in its simplicity. 


The Education of the Dermatologist in the 


Soviet Union 


MAXIMILIAN E. OBERMAYER, M.D., Los Angeles 


There has been much interest in America 
concerning Russian physical and technologic 
sciences, but little attention has been paid 
to Soviet medicine. Therefore, a discussion 
of the Soviet medical system and particular- 
ly of our field of interest seems timely. 

Dermatology in the U.S.S.R. can be un- 
derstood only if viewed against its back- 
ground of Soviet medicine in general. 

Since, in the Soviet system, every social 
process is directed and mobilized toward 
the goals of the regime as defined by the 
leaders, it was inevitable that the study and 
practice of medicine become centrally con- 
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Read at the 78th Annual Meeting of the Ameri- 
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Mark C. Fields, Ph.D., of the Russian Research 
Center of Harvard University gave advice on the 
structure of the Soviet medical system, and Daniel 


Wolff, Ph.B., translated the Russian articles in 
the bibliography and other pertinent material. 


Cowecil of Ministers 


Ministry of Health 
Miniter of Health 


trolled and coordinated with other phases of 
the Soviet social system. 


Initially, the chief role of the physician 
was visualized as an aid in keeping the labor 
force on the job to fulfill agricultural and 
industrial quotas. Stress is placed, there- 
fore, on preventive medicine and public 
health. Political indoctrination became an 
essential part in the physician’s training, as 
in that of all other state employees. An im- 
portant aspect of this is the extraordinary 
emphasis on the Soviet interpretation of 
the teachings of Pavlov—-who has become 
canonized in Soviet ideology along with 
Marx and Lenin. Political learning, 1. e. 
philosophy, is allotted 250 hours in the 
medical curriculum, which is 7 more than 
for physiology. 





The complicated departmental structure 
of the Ministry of Health,* which formu- 
lates health policies to parallel the aims of 


* Ministerstvo Zdravookhranenia S. S. S. R., lit- 
erally, Ministry of Health Protection, U. S. S. R. 
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Chart 1.—Structure of Ministry of Health (Reproduced with permission from Mark G. 


Field, Ph.D., and Harvard University Press). 
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University Press). 


the regime, illustrates the organization of 
the Soviet medical system (Chart 1). The 
Academy of Medical Sciences advises the 
Ministry on medical problems and is the 
research arm of the Ministry, enjoying a 
certain measure of independence. It receives 
generous appropriations for many special 
research institutes. The Scientific Medi- 
cal Council is concerned chiefly with the 
direction and objectives of research in line 
with the talents of individual scientists. 

The Ministry of Health is a gigantic 
pyramidal bureaucracy encompassing all 
Soviet territories (Chart 2). The 15 re- 
publics have subordinate Ministries under 
which are the health units of progressively 
smaller areas, as regions,} districts, and at 
the foot of the pyramid the uchastok,§ the 
basic health unit of an urban sector, a vil- 
lage, a rural area, etc. At each level the 
health unit is subject not only to supervision 
by the next higher unit in the health or- 
ganization but also to the local political 
(party) and governmental (soviet) authori- 
ties. 


+ Oblast. 

+ Raion. 

§ Uchastok, usually translated “district,” refers 
to a territorial unit for dispensing medical care, not 
a political district. 
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The patient seeking medical care must 
apply first to his uchastok, which may serve 
a population of up to 4000 or even more. 
He may receive treatment there or be di- 
rected to the medical facility of a health 
department that embraces several uchastoks. 
If the necessary care cannot be given at this 
level, the patient is further directed to the 
larger hospitals and polyclinics of the health 
districts and regions. The most highly 
specialized medical institutes, often attached 
to research institutes, are in the capitals of 
the republics and, of course, in Moscow and 
Leningrad. Supplementary health units are 
set up at thickly populated centers: A poly- 
clinic at a major industrial plant or a large 
recreational center; a local dispensary in a 
large dwelling unit or a small factory; “ad- 
mission clinics” at large hospitals. 


Undergraduate Education 


Primary and Secondary Schools —The 
Soviet child enters the four-year primary 
school at the age of 7. Methods of teaching 
and subjects do not differ greatly from the 
American pattern, except that about a third 
of the time is spent on mathematics and 
scientific studies, including biology. If 
progress is satisfactory, the student may 
be allowed to continue through the 10th 
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grade. Competition in schooling begins at 
the age of 11 or 12. In the upper grades 
nearly half the time is spent on science. 
Repeated tests eliminate the dull pupils. 

After graduation, presumably between 17 
and 18 years of age, the student desiring to 
study medicine is admitted, on competitive 
examination, to a medical school. 

Medical Schools.—There are 76 medical 
teaching institutes. Independent of the 
universities, they are regarded more as vo- 
cational schools, being units of the Ministry 
of Health (Chart 1). The curriculum is a 
joint effort of the health and education 
ministries. The school year is 10 months, 
with a 2-month summer vacation; the medi- 
cal course lasts 6 years. Both undergraduate 
and graduate students are supported by the 





TABLE 1—Soviet Undergraduate Medical Curriculum 


stipend, the latter being gauged on indi- 
vidual performance. The sixth year is de- 
voted largely to practical experience. Most 
graduates must accept assigned posts re- 
gardless of location. The young physician 
has no title; he is simply designated as a 
vrach.|| 

There are three faculties: general prac- 
tice, “mother and child” or pediatrics, public 
health. The general practice course serves 
as the basic medical education to precede 
specialization in dermatology. Our specialty 
in the U. S. S. R. is designated Dermatology 
and Venereology, for which I shall use the 
abbreviation DV. As in Central Europe, the 
field includes gonorrhea in men (Table 1). 


|| Vrach, meaning physician, is not a title but, 
like the German arst, is an occupational designation. 











State, i. e, food, lodging, tuition, and 
I II 
Sem Sem 
Subject Hr. 1 2 3 4 
Philosophy 250 X x X x 
Foreign lang. & latin 220 x x x x 
Physical cult. & train. 166 X X X x 
Physies 136 X X 
Biology 190 X X 
Anatomy 392 í x x x 
Plain & analyt. chemistry 160 x X 
Histology & embryology 182 x X X 
Biologic & organic chem. 295 X X X 
Physiology 247 X x x 
Microbiology 207 X 
Political economy 90 x 
Pathologie physiology 155 
Pharmacology 170 
Introd. int. med. & x-ray 274 
General surgery 189 
Pathologic anatomy 184 
Operat. surg. & top. anat. 117 
Hygiene 162 
Organiz. of health presen. 125 
& history medicine 
General therapy 253 
General surg. & urology 200 
Neurology 106 
Obstetrics & gynecology 279 
Ear, nose, & throat SS 
D-V 101 
Pediatrics 166 
Psychiatry 90 
Medical jurisprudence 100 
Hosp. ther. & polyclinic 486 
Hosp. surg. & orthopedics 544 
Ophthalmology 80 
Infectious disease & 214 
epidemiology 








Year 
Ill IV V VI 
Sem Sem Sem Sem 
3 6 7 bay 9 10 11 12 
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DV is taught for a whole school year, 
usually the last half of the fourth and first 
half of the fifth years. A total of 101 hours 
is allotted, 44 to lectures and 57 to practical 
sessions. The practical sessions are divided 
as follows: Thirty-three deal with a previ- 
ously assigned topic, and twenty-six are 
clinical (nontopical) Subjects 
pertinent to our specialty seem to be fully 


sessions. 


covered, 

Soviet DV Faculty Comment and Criti- 
cism of Undergraduate Program.—The 
problems encountered in the teaching of 
DV to undergraduate students in the 
U. S. S. R., as discussed by a number of 
professors of DV, are of particular interest. 


Complaints of insufficiencies in the teach- 
ing program include a lack of condensed 
textbooks and of an atlas of dermatology 
and scarcity of up-to-date scientific equip- 
ment and of moulages. The number of 
students per class is thought to be too 
large. The curriculum is criticized as over- 
crowded with nonessential items and lacking 
in coordination with related subjects. 

Fandeev, Yablenik, and Rakhmanov feel 
that 101 hours for DV are insufficient and 
that subjects should be redistributed. 

A letter from the Ministry of Educa- 
tion in 1956 recommended that students be 
given more independence and teachers be 
allowed more time for investigative work. 
Reactions by the DV professors were con- 
troversial. Rakhmanoy, among others, be- 
attendance should be 
introduced gradually and only in conjunc- 
tion with higher standards for promotion. 
He states that voluntary attendance was 
regarded by students at the Second Medical 
Institute in Moscow as license to skip 
lectures, and compulsory attendance had to 
be restored. Khachaturian feels that pro- 
found and firm knowledge can be acquired 
only by painstaking independent work; in- 
dependence should be stressed from the 
freshman year on, to avoid creation of 
stereotyped schoolboys. Fedorovskii sug- 
gested as a means of developing inde- 
pendence that practical clinics be conducted, 


lieves voluntary 
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one semester, by an assistant, with the stu- 
dents participating actively, and, the next, 
by the students themselves under adequate 
supervision, 

Lectures.—The function of lectures in the 
curriculum is given much attention. Torsuey 
feels the entire staff of assistants and in- 
structors should attend chairmen’s lectures 
“in order to learn the art of lecturing and 
to acquire a common outlook which helps to 
create gradually what is called a school.” 
Care on style as well as content is recom- 
mended, and guidance and organization are 
important functions. Rakh- 
manov believes they should include basic 
ideas beyond the scope of textbooks. Lecture 
surveys of anatomy and physiology of the 
skin can be omitted, according to Zenin, 


stressed as 


since they are adequately covered in texts. 
Rakhmanoy says scientific achievement. in 
DV, emphasizing priorities of Soviet scien- 
tists, suitable lecture subjects; he 
stresses independent scientific thought and 
repetition of texts. The 
lecturer's Own opinion should be expressed, 
according to Torsuev, and differences from 
clarified; nevertheless, 
students should not be required to formulate 
answers at examination according to the be- 
liefs of any particular lecturer. The custom 


are 


avoidance of 


accepted opinions 


of daily quizzes and repetition of the last 
lecture content is frowned upon, 

As to subject matter, Torsuev says three 
to five lectures should be devoted to general 
dermatology, to history and relation of DV 
to other diseases, and to cutaneous physi- 
ology and morphology ; this minimal founda- 
tion should precede pathology and therapy. 
oth Rakhmanoy and Torsuev would delete 
lectures on psoriasis and herpes, since the 
student can learn about them from other 
sources, but feel that lectures on the follow- 
fungous 


ing are essential: pyogenic and 


infections, eczema, dermatitis, cutaneous 


tuberculosis, lupus erythematosus, neo- 
plasms, leprosy, syphilis, and gonorrhea in 
men. Stressed also as desirable subjects are 
the working methods and progress of Soviet 


health agencies in DV. 
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Optional lectures, by dotzenti, assistants, 
and research specialists, include general and 
local therapy of dermatoses, physical and 
x-ray therapy, serologic diagnosis (Rakh- 
manov), and gonorrhea in men; this last 
is inadequately covered in the course on 
urology (Zheltakov ). 

Practical Sessions.—These 
ticularly singled out for reform. A warning 
against their deterioration into “Httle 
lectures” is sounded. The time allotted to 
the various subjects, and lack of a uniform 
program among different institutes, 
criticized. According to RKakhmanov, few 


are par- 


are 


students are ready for practical work be- 
cause of clumsy guidance and overemphasis 
on detail. Stress is placed on the student's 
adequate preparation for each topical session 
by study of assigned literature. 

The student’s practical skill is assessed at 
examinations conducted before the entire 
class. Appraisal is based not so much on 
evaluation of his 
work and his mastery of routine treatment 


oral examination as on 


and laboratory procedures. Rakhmanovy feels 
experience in treating patients is essential 
to the development of clinical thinking and 
recommends active participation in examina- 
tion of patients by students. He suggests 
that each student prepare, every semester, 
a complete report on two patients followed, 
the report to be considered in appraisal of 
his practical work. Yablenik and = WKhach- 
aturian also require proof of ability to diag- 
nose and treat the more prevalent skin 
diseases and syphilis and familiarity with 
public health aspects of skin and venereal 
diseases. An apparently most 
feature of practical deals with 
evaluation of temporary disability. Yablenik 
says the student should attend sessions of 


important 


sessions 


the board that passes on the degree of dis- 
ability. Rakhmanoy recommends that at 
least half the patients assigned to students 
be ambulatory. The importance of dis- 
pensary work is stressed by Yablenik. 

A complete departure from established 
custom is suggested by Zheltakov: Each 
medical institute should have its own clinic 
where students, during their early years, 
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could work as orderlies and nurses and, 
later, as subordinates, thus reducing the 
need for practical sessions. 

A much-stressed feature is instruction in 
paper work: admission procedures, dis- 
pensary records, hospital charts, and writing 
of prescriptions. 

Extracurricular Activities —Students are 
expected to participate in study circles, 
pursue independent library study and re- 
search, and write essays. Extracurricular 
receives attention by 
Rakhmanov, who recommends that in order 
to inculcate the student with a feeling for 
socialist labor relations the teacher should 
set an example by his own behavior, and by 
Akovbian, who says the teacher should be a 
model socialist. 


political education 


Fedorovskii stresses, as 
valuable adjuncts to political education, “bull 
sessions,” student study circles, and visits 
of faculty 
quarters, 


members to student 


living 

DI” Training in the Pediatrics Course.— 
Golosovker, of the Leningrad Pediatric 
Medical Institute, mentions the need for 
thorough training in DV in the pediatrics 
course. Writing in 1955, he stated that 
previously there had been no planned teach- 
ing of DV in the pediatric curriculum and 
that pediatricians who serve “children’s col- 
lectives” were not fighting venereal diseases, 
fungous diseases, and pyodermias as well as 
they should; he criticized the absence of 
special dermatologic divisions in children’s 
hospitals and clinics. He reserves half of 
the practical sessions in pediatrics to in- 
struction in DV in children: 30 hours at a 
children’s base hospital and the remainder 
at adult clinics. He recommends special 
attention to skin diseases in the newborn 
and infants. 


Graduate Education 


Medical specialization on a formal scale 
seems to have begun only with the fifth 
Five-Year Plan (1950-55): The Ministry 
of Health instituted a wide-scale program 
against venereal diseases and fungous dis- 
eases in children; the need for many more 
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DV specialists became apparent. Training 
of such specialists, however, proved much 
slower than expansion of treatment facilities 
(Studnitsin). The sixth Five-Year Plan 
(1956-60) envisages even farther-reaching 
specialized health programs, with an even 
greater demand for qualified specialists. 

The young practitioner of medicine 
(vrach) who desires to specialize in DV may 
accomplish this in two ways: by a formal 
course in specialization as a clinical ordina- 
tor or by enrolling in an Institute for 
Qualification of Physicians. 

Clinical Ordinator.—The preferred meth- 
od is a three-year assignment as a “clinical 
ordinator” at a medical research institute, 
a higher medical institute (medical school), 
or a large base hospital—evidently compa- 
rable to our institutions approved for three- 
year residencies by our American boards. 

The head of the department is held fully 
responsible for the work of each trainee 
who, after a month’s work, is given an 
assignment individually planned for him. 
The first-year program is set; the second- 
and third-year programs are outlined but 
put into final form only after appraisal of 
progress during the first year. The trainee 
must report on his work to his chief every 
six weeks ; if unsatisfactory, he is dropped. 

The assignments in dermatology extend 
for 18 months, and in syphilis for 12 
months; the last 6 months are spent in the 
general DV dispensary. Research is empha- 
sized: In the 
Levin, “Education of a valuable specialist 
is unthinkable without arousing in him in- 
terest in research according to his state of 
preparedness.” Additional required subjects 


words of Rakhmanoyv and 


are Pavlovian physiology, the Soviet version 
of biologic science, the classics of Marxism- 
Leninism, history of Soviet DV, and one 
foreign language. Specialist trainees are ex- 
pected to participate in systematic ideological 
political work; “the inculcation of boundless 
patriotism and devotion to the Party” and 
development of critical and self-critical § 
faculties are stressed. 


T Samokrittka, self-criticism 
typical U. S. S. R. institution. 


Soviet style—a 
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Candidate of Medical Sciences.—The 
most talented ordinatori are retained, on the 
basis of competitive examination, for an 
additional three years’ study as aspirants to 
the degree of Candidate of Medical Sciences. 
At the end of this period each aspirant # 
writes a thesis and defends it before a board 
The degree can also be 
achieved by working as an assistant in a re- 
search institute with an established scien- 
tist as preceptor. A successful candidate is 
assigned to a research institute and/or as 
Before being allowed to teach, 


of professors. 


a teacher. 
however, he must spend six months to a 
year at a pedagogical institute where, pre- 
sumably, is learned the technique of teaching 
in all its phases, 

Doctor of Medical Sciences.—This highest 
degree is achieved by independent investi- 
gative work. A special scientific commission 
listens to and passes on the thesis. Appoint- 
ment as a professor and chairman of a DV 
department in a research or medical insti- 
tute follows. The acme of academic career 
in DV is appointment to the Academy of 
Medical the 


capital of one of the republics. 


Sciences in Moscow or in 


Institutes for Qualification of Physicians 


Separate, but still somewhat overlapping 
the basic education in a special field, is the 
training provided at the Institutes for 
Qualification of Physicians,* of which there 
are 11. They are intended primarily for 
physicians already practicing as specialists 
in DV and, therefore, may be comparable 
with some of our university postgraduate 
courses and the aims of our Academy of 
Dermatology. The usual course lasts four 
months. Shorter courses are also offered 
by the Institutes and other facilities: a six- 
week assignment to a DV department of a 
medical school, to a research institute, or to 





# Aspirantura training is the basic form of 
training of new academic and scientific personnel 
for higher educational establishments and research 
institutions in U. S. S. R. Literally, aspirants are 
“seekers” of teaching or research careers. . 

* Institut Usovershenstvovania Vrachei, literally, 
Institute for Perfecting Physicians. 
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a large hospital or DV dispensary and 10- 
to 30-day assignments to a DV institute for 
perfection in a special subject. 

Central Institute for Qualification of 
Physicians, Moscow.—At this Institute the 
four-month course is apportioned as follows: 
skin diseases 338 hours, syphilis 156, 
gonorrhea 100, and antivenereal disease fight 
30, making a total of 624 hours. Training 
is planned on an individual basis similar to 
that for “clinical ordinators,” but subject 
matter necessarily is more condensed and 
requires maximum application on the part 
of the student. One subject, designated 
Educational Sanitation, seems to consist in 
the physician’s lecturing to patients and 
answering their questions. 

Leningrad Institute for Perfecting Physi- 
cians —The recently revised four-month 
course at the Leningrad Institute increases 
the number of hours from 468 to 624. The 
hours devoted to skin diseases are increased 
from 206 to 268; to combating DV dis- 
eases, from 12 to 16; to sanitation or public 
health, from 60 to 110. In line with their 
decreasing frequency, venereal diseases are 
allotted less time: The hours assigned to 
syphilis are decreased from 116 to 64 and 
to gonorrhea from 76 to 66. More emphasis 
is placed on new problems in DV relating 
to physiology, endocrinology, mycology, and 
up-to-date therapy with antibiotics, vitamins, 
hormones, diathermy, isotopes, and so forth. 

Problems encountered in conduct of the 
Institutes are discussed by a number of DV 
professors in the national 
journal. 

Rozentul, Professor of DV at the Moscow 
Institute for Qualification of Physicians, 
defines a specialist as a physician who has 
successfully completed the four-month course 
“of preliminary or primary specialization” 
at one of these institutes and who has had 
not less than three years’ experience in the 
field. Studnitsin, however, feels the Insti- 
tute course does not constitute adequate 
primary training in DV and holds that its 
„function should be exclusively the raising 
of qualifications of specialists by periodic 
courses of additional training. 


dermatologic 


Obermaver 


Tchubarova, of the Leningrad Institute, 
feels that instead of encumbering the course 
with enumeration of priorities of Soviet 
scientists more time should be devoted to 
national medicine, to ancient medicine 
(Chinese, Egyptian, Greek, etc.), and to 
critical evaluation of the French and 
German schools of the nineteenth century 
and of the present state of foreign schools, 
while at the same time pointing out the 
independence and originality of Soviet 
dermatology. She feels that physicians 
should become acquainted with the work of 
early Russian dermatologists, among whom 
she mentions P. V. Nikolsky, and should 
study Russian Weltanschauung, i. e., the 
materialistic philosophy of Lomosomoy, 
Herzen, and others, and its influence on 
Russian philosophers and clinicians. The 
importance of the skin as an organ of im- 
munity should be stressed. Instead of 
descriptive mycology, the pathogenesis, im- 
munity, and allergy of fungous diseases 
should be taught. As to tuberculosis, 
Tchubarova says that the time could be more 
profitably spent in explaining the complexi- 
ties of the disease than in a detailed 
enumeration of 11 priorities of Russian 
scientists in tuberculosis. 

Particularly vexing in the graduate 
program is the choice of candidates. The 
comments of the professors are illuminating: 

Tchubarova tabulates the 442 physicians 
who were sent to take courses in DV at the 
Leningrad Institute for Perfecting Physi- 
cians during the period 1949 to 1956. Only 
18% had had previous experience or train- 
ing in DV. The majority, 20%, were de- 
mobilized army physicians, while the 
remaining 42% were administrators, general 
physicians from small districts, and even 
specialists qualified in fields other than DV, 
as pathologists, surgeons, pediatricians, and 
sanitation and laboratory officials. 

Most of the Soviet essayists condemn 
the practice of sending physicians without 
training in DV or specialists in other fields 
to the DV Institutes; this is considered 
wasteful of highly-trained manpower. The 
consensus is that the fault lies with the local 
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authorities. In rural areas, especially, be- 
cause of the difficulty of replacing medical 
personnel, party functionaries and govern- 
ment authorities may be unwilling to release 
their local physicians who are eligible for 
specialist training or may assign to courses 
in DV physicians whose backgrounds are 
unsuitable. In some instances the available 
funds simply are not utilized. This short- 


sighted administration results in disad- 
vantages to the district. For instance, 
eligible physicians, after being trained, 


could pass on to local colleagues their 
specialized knowledge. Also, isolation of 
local physicians by neglect to utilize the 
opportunities for training denies the com- 
munity improved facilities and other health 
needs that could be obtained through the 
local physician’s firsthand report to the 
central authorities (Rozentul). 


Research Institutes 


The DV Institutes for Research are of 
particular significance to the advance of the 
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tunity for graduate education of high degree 
but also in the caliber and scope of their 
investigative activities. There are ten such 
Institutes. Four are in the Russian Federa- 
tive Republic (Moscow, Gorky, Sverdlovsk. 
Ufa), and the other six are located in the 
White Russian Republic (Minsk), the 
Ukraine (Kharkov), Uzbekistan (Tashkent), 
Kazakstan (Alma-Ata), Turkmenstan 
(Ashkhabad), and Tiflis (Georgia). 

On my visit to Moscow in 1957 I visited 
the Central Scientific Institute for Investiga- 
tion of Dermatology and Venereology. This 
is the principal institute for DV research 
in the Soviet Union; its director is N. M. 
Turanoy. An 80-bed hospital is operated in 
conjunction with the institute. I was par- 
ticularly interested in a number of the 
projects (Table 2). 

In the department of R. Y. Malikin ex- 
periments are being carried out with elec- 
tronic sleep induced by a current comparable 
to the a-waves of the electroencephalogram. 


Since the majority of their subjects were 


specialty, 


not only in provision of oppor- 


patients with disseminated neurodermatitis 


TABLE 2.—Central Scientific Institute for Inve stigation of Dermatology and 
Venereology of The Ministry of Health, U.S. S.R. 

















Departments of Investigation 








Division Subdivisions Laboratories Administrative 
Adults 
Dermatology_________________ ere New drugs Administrative & clerical 
Children facilities 
Mycolegy_-_.-............._... Exper. mycol. Buildings, service, & 
maintenance 
Exper. diag. 
POPPEN -sisan cosain E Scientific 
library 
{Adults Pharmacy 
A p Children Dept’s_.. 4 Museum 
Syphilelogy .-----------.----- Nervous sys. Moulages 
Inter. organs Macrofilm 
| Microfilm 
GONDORO a ee paw 
Children 
{ Microbiol. 
Exper. syph. 
abtan inisi ee ee Clin. diag. 
Serology 
| Biopyologic 
Exper. dermat. Biochemical 
ICEL VOID wacnsxaras nnn Sadi cansa mene acivindddwccdindediecnecs 
Funct. diag. Radiology 
Pathomorphology 
Physical 


X-Ray therapy 
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—a disease that long has held my interest— 
I hope to make this work on electronic sleep 
the subject of a separate essay (that is, after 
I have penetrated farther into the difficult 
Pavlovian concept of protective inhibition 
on which it is based). 

The department of Experimental Syphilis 
is headed by N. M. Ovchinnikov and staffed 
by a dozen other scientists and a score 
of laboratory technicians. I was shown cul- 
tures of Treponema pallidum on liquid and 
dry media and the results of studies of the 
organism by the electron microscope. 

Projects in Experimental Allergy are di- 
rected by P. M. Zalkan. His work is con- 
cerned chiefly with the differences in 
cutaneous reactivity of man and animals. 
He has a large number of animals, including 
monkeys, at his disposal. 

The Department of Mycology is super- 
vised by A. M. Arievich. Fungous diseases 
apparently are a greater problem in the 
Soviet Union than in the U. S. and are 
subjected to intensive study. The long in- 
troduction to Arievich’s “Atlas of Fungous 
a copy of which he was kind 





Diseases” 
enough to give me—bears witness to the 
nationwide drive to combat dermatomycoses. 
Their chief interests at that time were the 
mutability of dermatophytes, which allegedly 
has nullified the value of Sabouraud’s classi- 
fication, epilation by local application of 
compounds other than thallium acetate, and 
treatment of infections of the nails, 


The Economic Aspect 


Information on the economic status of 
the physician is contradictory. Some sources 
indicate a high economic position; others, a 
low level. It seems, however, that the 
medical profession is not a prestige occupa- 
tion and compensation is correspondingly 
low. The basic salary of a general practi- 
tioner is said to be lower than that of any 
qualified industrial worker. A specialist, 
however, earns more; his salary may per- 
haps equal that of an engineer—an occupa- 
tion definitely of the prestige class. 

" Science rather than the medical profession 
as such has preferred status. The practi- 
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tioner of 
sidered a 


medicine is—correctly—not con- 
scientist, but the physician with 
advanced degrees and employed in research 
and teaching gains stature and increased 
compensation. Many scientifically accom- 
plished dermatologists hold at least two 
posts, head of a department in a research 
institute and a “chair” on the faculty of a 
medical or postgraduate institute ; both posi- 
tions pay full salaries. Membership in the 
Academy of Medical Sciences or, more 
rarely for a physician, the Academy of 
Science, also carries financial compensation, 
as does the writing of articles and books, 
or the translation of foreign scientific 
material. On conferment of the degree of 
Candidate of Medical Sciences the salary 
is doubled, and with the degree of Doctor 
of Medical Sciences it is doubled again. 
Thus it is more than likely the leaders in 
dermatology receive at least 10 times the 
basic salary of a general physician. It 
evidently pays to belong to the medical 
scientific hierarchy, 

Indicative of the economic status of the 
physician is the high percentage of women, 
the majority of whom are among the 
vrachi; this proportion decreases sharply in 
the higher ranks. The relatively high 
number of women in the field reflects the 
view that are needed for 
portant and more exacting tasks. 


men im- 


more 


Comment 


| have tried to present a picture of educa- 
tion in DV in the Soviet Union, interest in 
which was stimulated during my brief visit 
to Moscow in the summer of 1957. Data 
gathered during so short a stay, however, 
lacks preciseness and, since obtained with 
the help of interpreters, may not be entirely 
accurate. Attempts to clarify my impres- 
sions by letter have been unsuccessful. 
While information is given liberally to the 
visitor, it is not so readily obtained by cor- 
respondence. Much written in this country 
about education in Russia is contradictory, 
and many of the Soviet publications read in 
the original seem more concerned with what 
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should be done than with what actually is 
done. Nevertheless, I feel that the following 
impressions have a fair degree of accuracy. 

Education in DV is in a fluid state with 
constant expansion of facilities and attempts 
at improvement of both undergraduate and 
graduate teaching. An urgent need for a 
greater number of qualified dermatologists 
is recognized by national health authorities. 

The freely voiced complaints of leading 
dermatologists in the national dermatologic 
journal point to considerable freedom of ex- 
pression, Evidently no holds are barred as 
long as Soviet ideology is held inviolate. 

The problems they encounter in teaching 
DV to undergraduate students are both like 
and unlike those we face. The complaints 
about not enough hours, overcrowding of 
curricula with nonessentials, lack of co- 
ordination with related subjects, too many 
students in a class, their reading only ab- 
breviated texts or abstracted lectures, their 
lack of independence, and their desire to be 
spoon-fed are only too familiar. 

Their criteria for the perfect lecture, both 
in style and content, are of the European 
tradition. So also is the role of a depart- 
ment head: For example, the entire staff 
must attend the chairman’s lectures to 
undergraduates, a stipulation we would find 
impracticable even in the few institutions 
with full-time staffs. Nevertheless, the pre- 
vailing informality of our lectures has its 
shortcomings ; nothing will fire the imagina- 
tion of a student more than an inspiring 
lecture. 

Their problems in enforcing compulsory 
attendance do not since the 
American medical student—unlike his Euro- 
pean counterpart—is not looked on as “a 
gentleman who knows what he wants and 
chooses accordingly.” It would seem that 
in Russia, whose traditions of higher educa- 
tion were those of Central Europe, there is 
under way—after four decades of strict 
schoolboy regulations—a partial reversal to- 
ward the European liberal academic way of 
student life. 

The instruetion given seems up to date 
as to subject matter and probably is com- 
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exist here, 
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parable in quality to that in the U. S. 
Emphasis on prevention of venereal, fun- 
gous, and pyogenic diseases rather than on 
medical care of the individual patient is in 
keeping with guided socialized medicine. 
The interest of the Ministry of Health in 
DV is likely motivated by the significance 
of occupational cutaneous disease in in- 
dustrial output. The customary teaching of 
a foreign langauge (English, German) in 
both undergraduate and graduate systems is 
a requirement that has been dropped in our 
medical schools. To us, of course, the most 
alien element in the Soviet medical cur- 
riculum is the political indoctrination, Their 
preoccupation with the student’s so-called 
free time—the study and research circles, 
work in libraries, and writing of essays— 
cannot be criticized. 

Their practical sessions have no counter- 
part in our medical curricula. Since Soviet 
medical training does not include the rotat- 
ing internship as we know it, the desire, 
so strongly voiced, to have the student 
master the practical aspects of the specialty 
before graduation is logical. 

Neither American nor Central European 
is the custom of assigning to the student a 
patient for study and report. It is, however, 
a feature of medical instruction in 
Latin The 


vantages are obvious: The student is re- 


some 
American universities. ad- 
quired to follow closely the course of his 
patient’s disease, with or in spite of treat- 
ment, and to delve into the literature. He 
not only learns “how to look up things” but 
also reveals any investigative talents he may 
have. 

The required teaching in “paper work” 
makes one think of the increasing time such 
details require in the American doctor's of- 
fice today. The emphasis on evaluation of 
disability is consistent with the Soviet 
physician’s role in keeping the labor force 
on the job. 

Graduate study appears amply provided 
for and subject matter well covered, but 
the choice and recruitment of candidates 
for postgraduate work present difficulties. 
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The research institutes, judging from 
that which I visited, are model facilities, 
liberally financed, and well provided with 
laboratories and animals for experiment. If 
the Central Institute in Moscow is the proto- 
type, research in our field is of high degree. 
I was particularly impressed with the caliber 
of the physicians in charge; they seemed 
to be dedicated scientists. Undoubtedly, we 
should learn much from exchange of views 
with Soviet dermatologists, from testing 
their theories, and from comparing results. 


3875 Wilshire Blvd. (5). 
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ABSTRACT OF DISCUSSION 


Dr. ADOLPH ROSTENBERG JR., Chicago: My dis- 
cussion of Dr. Obermayer’s paper will necessarily 
have to be at a theoretical level, inasmuch as | 
have never been to Russia and my knowledge of 
the subject is entirely secondhand. I shall com- 
ment briefly on three aspects of Russian medicine 
in general: (1) the teaching of undergraduate 
dermatology in the U. S. A. vs. the U. S. S. R., (2) 
scientific attitudes in the U. S. S. R. and the in- 
fluence of the political system upon them, and 
(3) the impact of the socialistic system of medicine 
on the patient. 


Dr. Obermayer has considered the undergraduate 
teaching of dermatology in Russia adequately, and 
it would be futile and repetitious for me to com- 
ment further. You have heard that 101 hours are 
allotted to it. In this country there is a marked 
variability in the number of hours allocated to 
the teaching of our specialty. In a sample of 13 
medical schools scattered widely over the country 
between 16 and 101 hours were used for instruction 
in dermatology, with an average of 52.5 hours. 
The small number of hours given to dermatology 
in many of the schools bespeaks the meager im- 
portance with which our specialty is held by our 
medical colleagues. Parenthetically, it would seem 
that organized dermatology should initiate and 
support a movement to raise the prestige of 
dermatology among our colleagues and to give it its 
rightful place in the medical constellation. 
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Turing to Russian medicine and Russian 
science in general, I do not think that this audience 
needs to be informed that it is at a relatively 
high level. There is, however, one important 
difference between Russian science ours in 
that their science is dominated by their political 
ideology. In as has been pointed out, 
physicians must take courses in what is known 
as Marxism-Leninism and must adhere rigidly to 
the political formulation as outlined on high. In 
politics this may not be too important, but when 
this rigid insistence upon conformity is carried 
over into science it can lead to nonsense. In the 
U. S. S. R. “truth” can be arrived at by political fiat 
rather than by objective verification. To give one 
small illustration, Budanov, in an article on 
“Dermatological Progress in the U. S. S. R.” (Rez. 
Eastern M. Sc.. No. 2, p. 18, 1956) states that 
dermatology in Russia today is dominated by the 
teachings of Pavlov. In 1950 these teachings were 
declared to be unimpeachable. Now, all of us 
would agree that Pavlov was a great scientist and 
that most of his views were probably correct, but 
to assert that his views are unimpeachable removes 
them from the realm of science and transfers them 
to the domain of religion. 


and 


school, 


A final word concerns the attitude of the 
patient who has been reared in a socialistic scheme 
of medicine. Field, in his book, “The Doctor and 
Patient in Soviet Russia” (Harvard University 
Press, 1957) gives some interesting information. 
Russian emigres were interviewed in Munich and 
in New York. In Munich they were asked whether 
they preferred German or Russian medicine, and 
in New York, American or Russian medicine. In 
Munich about 50% preferred the German system 
and 20% the Russian; whereas in New York the 
figures were reversed with respect to American 
versus Russian systems of medicine. Now, why 
this strikimg discrepancy: Field suggests that it 
is because the Russian émigré prefers a socialistic 
scheme of medicine. This is what he is used to, 
and he looks at all other systems with distrust. 
In Germany he got this and preferred the German 
system because of superior equipment. In the 
United States, he did not get this and, even though 
he is willing to concede that the equipment may 
be superior, he still prefers the other system. 
Indeed, he views with misgivings physicians who 
are paid for their services. I think it important 
that we understand this, for those of us who have 
been reared in a private practice system find it 
difficult to believe that any other system could be 
satisfactory. Yet, was it not Ignatius Loyola who 
said, “Give me a boy until he is eleven, and you 
can have him for the rest of his life.” 

I should like to thank Dr. Obermayer for bring- 
ing to our attention some interesting points in the 
broader aspect of medicine. 
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Dr. Rees B. Rees, San Francisco: I read Dr. 
Obermayer’s paper, and feel at the moment that 
I know more about dermatological teaching in the 


U. S. S. R. than any other country with the excep- 
tion of the U. S. A. 


Similarities of aims in dermatological training 
in the U.S. A. and the U. S. S. R. are more striking 
than the differences, with the glaring exception 
of the political ideological aspects. Preoccupation 
with Pavlovian physiology almost amounting to a 
religion has its counterpart in the near deification 
of the various schools of thought in psychiatry 
in the western world, if I might name one example. 

Physicians in the U.S.A. and the U.S.S.R. 
complete medical training at about the same age. 
Although the U. S. S. R. medical curriculum nom- 
inally is six years in duration, some of their sub- 
jects are taught in our premedical years, and one 
of those six years corresponds vaguely with our 
internship year. At our institution, the University 
of California, there are 36 hours of undergrsduate 
dermatological teaching, but these are diversified 
and calculated to give maximum exposure to the 
subject. Venereology is separate and is now taught 
largely in courses in public health and urology. 
So few cases of early syphilis and gonorrhea are 
seen as to make practical experience in management 


dithcult. Apparently, these problems remain com- 
mon in the U. S. S. R. 


As to the most desirable methods of teaching, 
one may paraphrase Samuel Johnson in saying 
that while one teacher is casting about for a 
method, another already will have the student half 
educated. 

As to graduate training, the three-year program 
leading to the clinical ordinator title apparently is 
comparable to the present requirements of the 
American Board of Dermatology. The alternate 
U.S.S.R. method has already been 
here. 


abandoned 


The higħer schools of training at first make one 
think of Bob Hope’s remark that one nowadays 
must have a college degree to get into high school. 
However, all American dermatologists who hold 
positions of eminence have endured comparable 
trials and ordeals. It is only the Civil Service 
aspect of this higher training that seems so formid- 
able. 

We must not now give way to Deweyism in 
American medical education, even though the 
variability and fluidity of the American system 
appeals most to those of us nurtured in this 
country. Much can be learned from interchange 
of ideas with dermatologists in the U. S. S. R., and 
we should not be influenced by the bad manners 
and immorality of the American lay press in pur- 
suing our relationships with our fellow physicians. 

To quote Hesketh Pierson, I have never read 
Karl Marx’s “Das Kapital,” I do not intend to 
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read it, and, indeed, | would rather die than read 
it. However, dermatologists in the U.S. A. and the 
U. S.S.R. belong to the same discipline, and we 
should take advantage of this fact. One must not 
lose sight of the fact that science in the U. S. S. R. 
includes such subjects as history but not medicine. 
Medicine remains more of an art than an exact 
science, there and here. The idea of including 
special training in paper work, which Dr. Ober- 
mayer did not have time to elaborate on, is not 
half bad. It has been shown that in this country 
the factor of single greatest importance in pre- 
venting malpractice actions is the keeping of good 
records. 

I do not agree with the comment by one Russian 
dermatological educator that psoriasis and herpes 
should be deleted from routine undergraduate 
training. It is those very subjects for which we do 
not have specific treatment that give us so much 
difficulty in management. We should emphasize 
management in dealing with the complexities of 
these common diseases. 

Finally, these two specific ideas of electronic 
sleep and development of topical-chemical epilators 
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for scalp ringworm are exciting, and I should 
like to know more about them. 


Dr. MAXIMILIAN E. OPERMAYER, Los Angeles: 
I am glad that Dr. Rostenberg emphasized the 
insufficient hours allotted to dermatology in the 
average medical school in the United States. 
The school I serve has a very poor record in this 
respect, but so far I have been unsuccessful in 
improving the situation. 

Dr. Rees is right about the similarities in the 
curriculums and the teaching methods here and 
in the U. S. S. R.; however, some of the dissimilar- 
ities are very significant. I enjoyed his clever 
remark likening the canonized Pavlov to the 
canonized Freud. 

The preparation used for epilation is a sup- 
posedly nontoxic ketone. It is applied daily to 
the same spot on the scalp and, on the 10th to 
the 12th day, is said to bring about epilation of the 
entire scalp by affecting the nerve receptors. 

The discussion would indicate I have succeeded 
in arousing interest in the subject, which is essen- 
tially what I intended. 
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EDUCATION OF THE DERMATOLOGIST IN RUSSIA 


To the Editor: Soon after I had presented my paper on “The Education of the Dermatolo- 
gist in the Soviet Union” at the Sun Valley meeting of the A. D. A. last June, I received 
a 13-page letter from Dr. N. M. Turanov, director of the Central Scientific Institute for 
Investigation of Dermatology and Venereology in Moscow. In this carefully detailed reply to 
questions I had posed in a letter to him dated Feb. 3, 1958, Dr. Turanov gave a comprehensive 
account of graduate education and research activities of the Institute. Since my presentation 
had to be completed without benefit of such pertinent and direct information as contained 
in Dr. Turanovy’s letter, I should like to ask that the following digest of his statements—so 
far as they bear on what was said in my paper—be made available to readers interested in 
the subject. 

It is pointed out by Turanoy that the training of the dermatovenereologist has an informal 
begmning in the fourth year of medical school. Students who seem particularly interested 
in DV are encouraged to enroll in study groups organized by the DV department to delve 
into the subject more deeply than is provided for in the regular curriculum and—to use 
Turanov's expression—interest in the specialty is grafted. 

As to graduate education, in DV there is some discrepancy between my statements and 
those of Turanov. He says that the specialist training at the Institutes for Perfecting 
Physicians comprises a five-month course (780 hours) and is designed to provide DV 
physicians capable of working independently as house physicians in the venereal dispensaries 
and the DV departments of hospitals and polyclinics, and as heads of so-called “venereal 
points.” This form of training is probably the “preliminary and primary specialization” 
mentioned in my discussion of these Institutes for Perfecting Physicians but covering five 
months rather than four, as specified in the data available to me last vear. This type of 
training can also be obtained in the large specialized hospitals. 

Of importance also in raising the qualifications of DV physicians are the DV societies 
in various cities, the activities of which usually are under the leadership of the DV 
departmental chairmen in the Medical Institutes or of the faculties of the Institutes for 
Perfecting Physicians and the Research Institutes. The difference between the plan of 
organization of these DV societies and that of our purely voluntary local and regional 
dermatologic societies is obvious. 

One of the features of Soviet medicine, to which we have no parallel, is the consultation 
service provided by the Research Institutes. Through such facilities practicing physicians 
in all areas of the Soviet Union are provided with answers to “thousands of questions” 
every vear. 

The dispensary in the U. S. S. R. is far more complex than what we understand by that 
term. It is a special institution, consisting of a hospital and a polyclinic. devoted to treatment 
and prophylaxis. There are tuberculosis, DV, oncology, trachoma, psychoneurology, and 
“antigoiter” dispensaries. The work of the DV dispensaries includes not only treatment 
but also compulsory registration of venereal and certain cutaneous diseases, search for contacts, 
serologic testing of pregnant women, search for and prophylaxis of venereal and infectious 
cutameous diseases in institutions for children and other medical institutions, and guidance 
in the fight against such diseases. The dispensaries also attempt to raise the standard of 
knowledge of DV in related specialties and also participate in research. 

As to the work in the Central Scientific Institute for Investigation of DV, on which | 
commented under the heading Research Institutes, Turanoy points out that the fight against 
the dermatomycoses is no longer a national problem and states that the mutation of 
dermatophytes is an established fact, also that pleomorphism has been proved to be nothing 
but a reversible mutation. My remarks on the department of pathophysiology (R. Y. Malikin) 
were directed chiefly to experiments with electronic sleep. Turanov, however, says that 
electronic sleep is only one of the many new modes of therapy under investigation. He says 
that research is concentrated on the pathogenesis of eczema, neurodermatitis, psoriasis, lupus 
erythematosus, scleroderma, chronic urticaria, chronic pyodermas, and bullous diseases. This 
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department is also devoting a great deal of attention to the nervous and humoral mechanisms 
in the pathogenesis of dermatoses and to research based on the works of I. A. Pavloff and 
on N. E. Vedensky’s concepts of parabiosis and perielectrotonus, A. A. Ookhtomsky’s 
“dominante,” L. A. Orbel’s ideas on the adaptive-trophic role of the sympathetic nervous 
system, A. D., Speransky’s “nervous trophism,” and K. M. Bykoff’s corticovisceral and 
corticodermal reciprocal relations. Also under investigation are the topographic variations 
of cutaneous function, including the involved mechanisms, and a great number of biochemical 
and electrophysiologic problems. Studied also are the mechanisms in the action of ionizing 
radiation, of radioactive isotopes, and of new substances that shield against radiation. 

What I called the Department of Experimental Syphilis is actually the Department of 
Microbiology, which embraces viral and serologic studies, as well as those of syphilis. 

P. M. Zalkan’s work, which I mentioned briefly in my comments on the Central Scientific 
Institute, concerns primarily the biologic-evolutionary aspects of cutaneous physiology and 
comparative cutaneous pathology. 

Although I had hoped to receive an answer to my questions in time to verify and elaborate 
the information on which my paper was based, I can but be gratified that Dr. Turanov 
should have written to me in such detail and at such length concerning the wealth of 
research currently being pursued in the U. S. S. R. Unfortunately, restrictions on the space 
allotted to communications of this nature do not permit me to discuss here, or even to list, 
the investigations described by Dr. Turanov. His cooperation in providing this information 
certainly suggests that free exchange of scientific knowledge may not be too high a goal at 
which to aim. 

M. E. OperMayer, M.D. 
3875 Wilshire Blvd. 
Los Angeles 5 
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On Sudden or Rapid Whitening of the Hair 


ALFRED J. EPHRAIM, M.D., Brooklyn 


“One of the oldest problems of pathology 
and physiology which has escaped scientific 
research and is still clouded in mythical 
darkness is the sudden whitening of the 
hair. I call it a mythical darkness, because 
the reports, dating mostly from older times, 
sound more like fairy tales than scientific 
observations.” 

These words, written 100 years ago by 
Landois ** in Virchow’s archives, hold just 
as true today. History and legend are full 
of stories of people who grayed suddenly 
after severe emotional stress. Among these 
storied people are Queen Marie Antoinette, 
said to have turned white after hearing her 
death sentence; Ludwig the Bavarian, after 
having condemned his wife to death; Ludo- 
vico Sforza, after his capture by Ludwig 
XII: Guarini de Verona, after noticing the 
loss of an irreplacable old Greek manu- 
script, and the Spaniards Dideo and Diego 
Osorio, under torture. Isabella di Guerazzi 
reported the case of Mr. d’Andelot, whose 
beard and eyebrows turned white in the 
areas on which his hands rested when he 
heard of the death sentence of his father 
by the Duke of Alba. These and similar 
odin ” and Voigtel.4? 


Where does medical science stand on this 


stories are cited by 


issue today? Is it truth or fiction ? 

It seems physiologically difficult to under- 
stand how the hair, which, once formed, is a 
structure without nerves or blood supply, 
can throughout its length undergo rapid 
changes directly due to 
But the medical litera- 


physicochemical 
emotional influences. 
ture of the last 150 years records a great 
number of these cases. Close scrutiny of the 


Submitted for publication Tune 27, 1958. 

From the Department of Dermatology and 
Syphilology of the New York University Post- 
Graduate Medical School (Dr. Marion B. Sulz- 
berger, Chairman). 
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reports reduces the actual number of reason- 
ably reliable cases. A few extraordinary 
cases are repeatedly cited by different 
authors and have reappeared again and 
again in literature. On the other hand, many 
patients may not have consulted physicians 
concerning this condition. One therefore 
may assume that the number of such cases 
is more numerous than those actually re- 
ported. 

sefore presenting a case recently observed 
by me, I shall summarize the cases reported 
in the medical literature since 1800. The 
first group comprises cases where the sud- 
den whitening is said to have been caused 
by fright, excitement, or mental stress; the 
second group consists of reports of whit- 
ening resulting from acute organic illness. 


Review of Literature 


Groupe A (Caused by excitement, fright, 
or mental stress).—This group comprises 
26 cases, which are reported in the litera- 
ture by physicians without giving detailed 
medical history. 

Parry ° (1861) reports the 
famous which has been 
several times in literature. A staff surgeon 
gave an explicit account of a Sepoi of the 
Bengalese Army, taken prisoner, who dur- 
ing an examination showed intense horror 
and despair and turned completely gray in 
30 minutes. Similar cases have been re- 
ported before by M. Cassan® (1827) and 
Bichat * (1834). 

Pohl-Pincus *! (1905) 
book “Das Haar” for five incidents concern- 
ing four physicians and a logger who 
turned gray after hair-raising experiences. 

From World War I only four cases have 
been reported: Bernard? (1925) (also re* 
ported by Fafner) tells of a woman spy 


following 


case, repeated 


accounts in his 


SUDDEN WHITENING OF HAIR 


caught by the French who turned gray over- 
night after being sentenced to be shot. 
Bernard's father attended the trial and ex- 
ecution as a French officer and gave a 
minute description. Behring,! Fritsch, and 
Vignolo-Lutati *® (1918) report cases of 
soldiers who turned white shortly after ter- 
rible battle experiences. 

It is surprising that | could not find any 
reports of graying caused by mining 
asters or after the horrible experiences of 
World War II. 


The great number of railway catastro- 


dis- 


phies of the last century account for another 
three reports by Schoenhoff,** Ellis (1861), 
and Schmidt.*® One case was reported by 
Baelz (1908) of sudden graying of a woman 
after being shipwrecked. 

Holzgraefe *! (1947) cites the following 
two A 34-year-old = mountain 
climber was in danger of his life. Several 
days later the hair on the right side of his 
head turned gray and fell out. 2. A 58-year- 
old woman turned gray overnight after hav- 
ing been told that her two sons were poisoned 
by gas. Her father had also turned white 
suddenly at the age of 46, when his house 
caught fire. 


cases: Il. 


The following five cases are reported in- 
dividually : 

Ornsteen (1930) tells of a woman who 
received a call at 2 p. m. informing her that 
her child had been in a serious accident. She 
was snow white when her husband saw her 
at 5:30 p. m. Her hair had been normal 
when he had left her at 9 a. m. that 
morning, and no gray hairs had been ob- 
served before. 

Macleod 76 reported that seven weeks after 
a motor accident a man, 46 years old, noticed 
white patches on his hands, face, and neck 
and white hairs on the frontal part of the 
scalp and eyebrows. 

Klauder 7? (1930) reports a patient who 
had been a draftsman during World War I. 
He had approved specifications of troopships 
which were not seaworthy and was blamed 
and threatened with criminal prosecution. 
On the night before the investigation began, 
away from home hotel. He 


he was in a 


Ephraim 


shaved in the evening, as was his custom, 
and left in the morning without looking at 
his hair. Upon arrival in the office, his fellow 
workers exclaimed, “Your hair is snow 
white.” Before the change of color, his hair 
had been dark brown. There was no alopecia. 

Canuto Dr. Vignolo- 
Lutati *’) observed a woman, 20 years old, 
who became gray suddenly after a grave 
months later the 


(assistant of 


disappointment. Seven 
former color of her hair returned. 
Just Erich Hoffmann,“ of 


onn, reported four cases, which he heard 


last year, 
of from physicians, concerning people who 
suffered overnight graying after catastro- 
phies. 

Group B who gray 
rapidly while under treatment for neurolo- 


( Persons became 
gical or mental disorders ).—Exact histories 
are given, 

Landois *# (1866) tells of a man, 43 years 
old, hospitalized with delirium tremens and 
under strict observation, who spoke in a 
delirium of fear, and appeared extremely 
tense and frightened. One morning the color 
of the hair of his head and beard had 
changed to white. Microscopic examination 
showed that most hairs were white from root 
to tip; some were white only in the lower 
part; some were blond in the lower part and 
had a gray tip, and some were speckled. The 
pigment was completely intact over the whole 
length of hair. On the white part there were 
many air bubbles, especially in the medulla, 
but also in the cortex. With transillumination 
the hair appeared dark in the white areas, 
in reflected light it appeared white. The air 
bubbles could be expelled by placing short 
pieces of hair in warm water, ether, or 
turpentine. One could observe how the ab- 
sorbed fluid expelled the air and the hair 
turned back to the original blond color. 
Otherwise the hair was completely normal. 

Raymond ** ( 1882) reports the case of a 
woman 38 years old who after a succession 
of exciting and depressing events suffered 
terribly from neuralgia of the head, The 
pains became so severe that the diagnosis of 
acute meningitis was considered. On the 
fourth night the pain reached a climax. At 
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2 a. m, the hair was still normal: at 7 a. m. 
it was completely discolored. The original 
dark color was still present at the sides and 
in the back; the front was Haming red, the 
rest Was white or white and red. The hair 
of the body was not affected. Two days 
later the red hair turned white. After two 
weeks the patient lost all her hair, except 
on the sides and the back of the head. 

Heinecke ' (1904) tells of a woman, 21 
years old, with dementia praecox, under ob- 
servation in a mental institution, who de- 
veloped during seizures, a streak of white 
hair, 3 cm. wide, reaching from the forehead 
to the left side. The hair resumed its normal 
blond color after four days. The same dis- 
coloration recurred with later attacks. 
Microscopic examination of these white hairs 
showed more air bubbles in the medulla than 
found in normal hair. After immersion in 
water, the air escaped and the hair regained 
its normal color. 

Hoff ° (1954) presents the case of a 
miner, 40 years old, under medical obser- 
vation for chalicosis, who was well and 
working as a foreman on March 13, 1953, at 
2 p. m. Two hours later he complained of a 
headache, which became gradually worse. At 
6 p. m. a minor mine accident was reported 
to him, and he had to attend to it. Nobody 
was hurt, and it was a routine job. At 6:30 
p. m. he had a chill, fainted, and remained 
unconscious for approximately 30 minutes. 
Later he felt nauseous and complained of 
thirst. The diagnosis of “grippe” was made. 
During the following night his hair became 
completely white and he lost a great deal 
of his blond hair. Little by little the hair of 
his body also turned white and the brown 
color of his iris also became very light. He 
lost 25 Ib. during one month; libido and 
potency disappeared. The hearing of the left 
ear was impaired, and his testes became 
smaller, Diagnosis: Trauma in the area of 
the hypothalamus or encephalitis. 

Hallopeau and F[rancois-Dainville 1 
(1909) presented in the Société Dermatolo- 
gique francaise a woman, 40 years old, with 
severe headache of the left side. Her eye- 
brows and some hair of the scalp and pubic 
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area of the same side had turned white 
overnight. 

Gowers '* (1901) reports a 
meningeal hemorrhage of the left side due 
to accident. The patient survived for three 
days. During this time the right side of his 
brown beard turned white and in the center 
was a line of almost black hair. The change 
in the hair color was authentically observed 
during his life and after death. 


case of 


Loer” (1913) reports a case of sudden 
graying of hair and cilia of one side eight 
days after hemiplegia; Bourneville 
Poirrier, after brain tumor: Duncan and 
Bulkley, after ataxia. 

The following five cases are included here 
as a subgroup. They represent cases of sud- 
den whitening of cilia as reported by 
ophthalmologists. 


and 


Schencke *° (1873) presents a case of 
sudden poliosis circumscripta of the eye- 
lashes. Some of the cilia were white at the 
bottom; others, at the tip. 

Gasteiger ™? (1925) reports the case of a 
nine-year-old boy, suffering from interstitial 
keratitis, who developed discoloration of the 
cilia during the course of a few days. 
Microseopic examination showed much in- 
creased air content in the peripheral part 
of the hair. 

Steindorff ** (1914) tells of a girl, 17 
years old, the cilia of whose right eyelid 
turned white after fright, 

Voigt *! (1906) reports sudden graying of 
the cilia of the upper eyelid after iridocy- 
clitis. 

Hutchinson and Jacobson report graying 
of the cilia after sympathetic ophthalmia. 

It is possible that the above list is not 
complete, despite my efforts to assemble 
the pertinent literature. However, I believe 
that it suffices to show that there are many 
reported cases of rapid whitening of the 
hair. Moreover, while many of the reports 
deserve to be treated with scepticism, by 
no means all can be just “laughed off.” 
There are some relatively recent ones per- 
sonally observed and reported by dermatolo- 
gists of unquestioned ability and veracity. 
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Report of Case 


With this as background | venture into 
this highly controversial and still “mysteri- 
ous” area and report the following case of 
a man who experienced complete whitening 
of the hair of the head, except for a band- 
like strip over the occiput. This occurrence 
was personally observed by me to have oc- 
curred in not than six 
probably within two to three weeks after an 


more weeks and 


accident, 

A white man, 63 years old, was under my care 
for several weeks for a generalized contact derma- 
titis and was practically cured. On Friday, June 
14, 1957, he was accidentally pushed down a flight 
of subway stairs. He broke his 
the back of his head on the steps. He did not 
feel nauseous or become unconscious and did not 
miss a day on his job. 

On the day after the accident he came to my 
office with his arm in a cast to be discharged for 
his skin condition. At this 
dark brown, strong and wavy, grayish at the 
temples and with some white sprinkling on the 
top (Fig. 1). 

Six weeks 


wrist and hit 


time his hair was 


later, when I saw him again, his 
hair was completely white except for a small band 
of dark hair near the neckline (Fig. 3). He 
stated that two weeks after the accident he had 
noticed loss of hair, but he never became bald 
or showed bald patches. According to the patient 
(and | have at no time found cause to doubt his 
trustworthiness), during the next week he turned 
completely white except for the band-like strip on 
his neck. Members of his family and business 
remarked about it. The final change, 


which gave the impression of complete whiteness, 


associates 


must have been quite sudden, as his co-workers 


Fig. 1—Spring, 1956. Last picture taken before 
accident, 
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Fig. 2.—Sudden whitening of the hair. 


when he came to work 
four after the 


all commented about it 


on a Monday morning, weeks 
accident. 

Upon close examination, on Aug. 6, his hair 
appeared soft, white, and straight (Fig. 2). There 
was a very small percentage of dark hair mixed 
in with the white. The condition has not changed 
since he was presented at the Brooklyn Derma- 
tological Society on Oct. 8, 1957. 

The microscopic examination of the hair showed 
no pathologic changes. The pigment was distributed 
evenly over cortex and medulla in the dark hair. 
The white hairs were transparent, with clumps of 
pigment in the medulla. The patient asserts that 
his hair was never dyed. This is supported by 
the fact that he already had a few white hairs 
before the accident occurred and that today he 
is not concerned about the remaining strip of black 


hair. 
Comment 


The strip of dark hair over the occiput 
of the patient, which is distinctly darker 
than the previous natural color of his hair, 
is probably analogous to the hyperpigmen- 
tation seen on the border of some leuko- 
dermic plaques. In this case the process of 
whitening took two to three weeks. Al- 
though the textbooks regard blanching in 
a few weeks as being more frequent than 
more sudden graying, only a few such cases 
are reported. 

It is still not established whether the 
usual graying process starts at the root or 
at the tip of the hair or whether the pig- 
mented hair falls out and is replaced by a 
( Bloch +). 


hairdressers on this topic. 


white one | questioned several 
In their opinion 
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ee 
Rear view of 


Fig. 3. 


rapid whitening ot the 


the pigmented hair turns white at once. 
They never observed short white new growth 
but only long white hairs during the phys- 
This 


Bre ywn-Sequard ° 


was also 
(1869). 


When the first white hairs appeared in his 


iologic period of graying. 


observed by 


beard he pulled them out, only to find white 
hairs of equal length in the same area the 
next morning. He repeated this experiment 
for several weeks with the same result. 
These white hairs could not in so short a 
time have grown to the length they pre- 
sented at the time of plucking. 

According to Hamilton, it takes an aver- 
age of three months for a plucked hair to 
regenerate and appear at the skin surface. 
It grows 0.35 mm. daily, or about 1 cm. 
per month. It thus takes an average of five 
and to 


months for a hair to “regenerate” 
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reach a length of 2 em. This fact alone 
precludes the possibility of a pigmented hair 
falling out due to mental stress or accident 
and being replaced by a white one overnight 
or in a very short time, such as within a 


The 


growth of hair also negates the explanation 


few weeks, as in my patient. slow 
that owing to illness or accidents patients 
forget to dye their hair as usual. Hair dye 
cannot be removed by water or perspiration 
alone, and it takes months for the dyed 
part to grow out entirely. Some men use 
mascara daily to touch up small areas when 
the hair is beginning to turn white. Occa- 
omission to do so make the 


sional may 


hair appear lighter but cannot have the 
effect of sudden graying of the whole head, 
as the mascara cannot be used regularly to* 


cover all the scalp hairs in a thick layer. 
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Theories as to Mechanism of Sudden 
Graying 


Different explanations of the phenomenon 
of sudden graying or whitening were at- 
tempted by Vauquelin and later by Metchni- 
koff (1901). Vauquelin thought that a 
mysterious substance, which dissolves the 
pigment, is excreted under mental stress. 
Metchnikoff *® believed that pigment is ab- 
sorbed phagocytes, 
which he called “pigmentophages.” After 
being saturated with pigment they make 
their way down through the hair bulb and 


and carried away by 


into the connective tissue, where they de- 
posit the pigment. Both theories have found 
no support and are practically forgotten. 
Landois’ theory is that in sudden graying 
air bubbles enter the hair while the pigment 
is fully retained. These air bubbles make 
the hair appear white through light reflec- 
tion. This theory has been more widely 
accepted, and the observation has been con- 
firmed Heinecke," 
Gasteiger,” Wilson, Knoult, Haxthausen,!® 
and Cady and Trotter‘ (in ringed hair). 
Many still believe the air-bubble theory to 
be the best explanation, although by some 


microscopically by 


it is accepted only faute de mieux (“lor 
want of a better”). Pillsbury holds that the 
graying may result “ 
age to the melanocytes in the matrix so that 
the hair may lack pigment. Another possible 
explanation is that stress may induce an 
alopecia totalis, following which during re- 
covery the hair may lack pigment.” 


>.. from subtle dam- 


How- 
ever, this mechanism could not account for 
the rapid blanching of the entire hair shaft. 
Today we know that the melanin-producing 
cells originate from the neural crest. This 
neurogenic origin may perhaps lead to an 
explanation of the phenomenon of rapid 
pigment loss. 

The opinion of leading dermatologists of 
the past and present is greatly divided on 
this subject. 

In France, Brocq believed that one can 
become gray very fast and even suddenly 
due to worry and shock. Hallopeau '’ con- 
sidered these cases as not exceptional, and 


Ephraim 


Dubreuilh !° believed that whitening can 
appear rapidly or slowly d'emblée without 
preceding alopecia. Sabouraud and Pignot “? 
and Darier consider le brusque grisonne- 
ment comme des légends (“rapid graying as 
in legends”). 

German, and Swiss 
dermatologists, Hebra and Kaposi consid- 
ered it “only possible to turn gray in the 
period required for the physiological growth 
of the individual hairs, and therefore nei- 
ther a single hair nor all the hairs can turn 
grey other than gradually. In fact they 
cannot become grey suddenly.” Stieda 3° 
(1910) believed that those who experienced 
a rapid change of color had been dyeing 
their hair but had been unable to do so 


Among Austrian, 


due to illness or excitement. Bruno Bloch,4 
who discovered dopa oxidase and developed 
the dopa theory of enzymatic melanin for- 
mation, expressed doubt regarding the pos- 
sibility of graying. The 
apples of Galewsky, who wrote the chapter 


sudden same 


on “Hair” in Jadassohn’s handbook. 
Most and British 
gists admit the possibility of sudden change 


American dermatolo- 


in color of the hair. Ormsby and Mont- 
gomery write in their textbook, “Cases of 
sudden blanching in a single night are suffi- 
ciently numerous and well authenticated as 
among the rare possibilities.” Practically 
the identical words are found in the stand- 
ard textbooks by Andrews, Hazen, Pusey, 
Stellwagon, Schamberg, Sequeira, Ingram, 
and Brain. McCarthy makes a similar 
Sutton and 
Sutton, on the other hand, believe that phys- 
iologic and anatomic facts are incompatible 
with the possibility of actual nonartificial 
blanching. 
that the “. . . legendary tales of individuals, 
whose hair turned grey overnight (24 hours) 


statement but with reservations. 


Pillsbury and co-workers hold 


as the result of some crushing, psychic 
trauma, must be classified in the realm of 
fiction, despite the reports of otherwise 


trustworthy observers. Severe emotional 
stress may cause precipitous greying, but 
this requires months, not days.” McKenna 
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finds it difficult to believe that there are any 
means by which the living hair follicles 
could influence the excreted nonliving ex- 
shaft. 


definitive proof that anyone’s hair actually 


osed Herman Goodman sees no 
| 


has turned white overnight. 
The 


observed by me are submitted without fur- 


facts herein reported in the case 
ther comment and as an additional observa- 
tion. The interpretation of the findings and 
speculations as to possible mechanism must 


be left to the reader. 
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Summary 


The question of sudden whitening of the 
hair is discussed. The reported cases of the 
last 150 years are cited, together with 
the views and opinions offered by different 
textbooks. 

Several theories suggested as an explana- 
tion are reviewed, and the arguments pro 
and con are discussed. It is obvious that no 
satisfactory explanation of the mechanism 
or the cause of sudden blanching has been 


developed. 


Fig. 4— November, 195X. 
atter sunburn. 
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Finally, personal observations are pre- 
sented of a new case of a man who experi- 
enced whitening of most of his scalp hairs 
in possibly two to three weeks and no more 
than five weeks after an accident. 


27 E. 18th St. (26). 


Addendum 


In Nov., 1958, 17 months after his acci- 
dent, I had a chance to reexamine the pa- 
tient, who had just returned from a trip 
to Florida and looked sunburned. He was 
worried about the sudden appearance of 
white spots on different parts of his body. 


The patient presented depigmented areas 
on arms, hands, neck, chest and a few spots 
over the chin (Fig. 4). In addition there 
was complete depigmentation of the whole 
scalp, including the adjacent part 
of the forehead and behind the ears. The 
hair was still white, and the dark strip over 
the occiput was present. There is no doubt 
that the sudden whitening of the hair was 
part of an acute vitiligo of the entire scalp. 
The hyperpigmented borderline fits in with 
this conception. The white spots had escaped 
earlier observation due to the very fair 
complexion of the patient’s skin and became 
visible only after a strong sunburn. 


Retrospective close inspection of Fig. 2 
shows that there was already a slight color 
difference of the skin on the forehead. 
Therefore, it seems obvious that the sudden 
whitening of the hair in my case—and prob- 
ably also in many of the previously reported 
ones—belongs in the group of vitiligos. The 
mechanism of the sudden physiological 
changes from dark to white hair still re- 
mains to be explained. 
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Methoxsalen in the Treatment of Vitiligo 


An Appraisal of the Permanency of the Re pigmentation 


JOSEPH A. ELLIOTT Jr., M.D., Charlotte, N. C. 


Introduction and Purpose 


It has been shown that methoxsalen will 
enhance the ability of vitiliginous skin to 
repigment with prolonged exposure to sun- 
light, the effectiveness varying with the area 
of skin involved and with the intensity of 
treatment.t!2 Assuming that 100% repig- 
mentation will be attained if treatment 1s 
continued long enough and with sufficient 
intensity, then the question arises as to the 
permanency of this repigmentation. Must 
treatment be continued indefinitely, or can 
it be stopped when the degree of repigmen- 
tation is satisfactory and the skin still retain 
the new pigment? Previous reports have 
not been concerned with this aspect of the 
treatment of vitiligo with methoxsalen. 

The purpose of this study was to answer 
this practical question within the limits im- 
posed by the period of time methoxsalen has 
been available for clinical trial and the avail- 
ability of records and of patients for follow- 
up examinations. 


Material and Methods 


This study consists of the determination of the 
retention of new pigment in 4 patients with 
vitiligo first treated with methoxsalen in 1954 and 
12 additional patients treated subsequently who 
had sufficient treatment to produce a significant 
degree of repigmentation and were available for 
follow-up examinations after a lapse of five or 
more months without treatment. 


Treatment during the summer of 1954 consisted 
of (1) 10 mg. methoxsalen given orally three 
times a day after meals; (2) exposure of the 
depigmented areas to sunlight at noon each day, 
increasing the time of exposure as tolerated; (3) 
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avoidance of foods with a high ascorbic acid 
(vitamin C) content (tomatoes, peaches, cabbage, 
oranges, and grapefruit). Treatment during the 
remaining period of study consisted of (1) 20 mg. 
of methoxsalen given daily two hours before ex- 
posure to ultraviolet light; (2) exposure of the 
depigmented area to sunlight at noon each day or, 
in some cases, a G. E, R. S. sunlamp in the 
winter or when sunlight was not available, increas- 
ing the time of exposure as tolerated. 


In determining the degree of pigment retention, 
each patient was examined with both daylight and 
a Wood’s light and the areas of involvement com- 
pared with color photographs of these same areas 
taken before and after the completion of each 
period of treatment. The maximum degree of 
repigmentation and the per cent of this repig- 
mentation retained after a period without treat- 
ment were determined. These figures refer to area 
rather than intensity. 


A second phase of this study consisted of 
evaluating the status of the vitiligo after a period 
of continued treatment with methoxsalen but with 
use of a R. S. sunlamp in place of sunlight. Two 
additional patients who did not meet the criteria 
for the first phase were included with four of the 
above patients. 


Results 


The results of this study are shown in 
Table 1, together with the age of the patient 
at the time treatment was initiated, the 
number of months of treatment, and the 
period which had elapsed without treat- 
ment when the per cent of new pigment 
retained was determined. 

Nine areas on five patients became com- 
pletely repigmented. Of these areas, only 
four (two patients) retained 100% of the 
new pigment after eight months without 
treatment. In contrast, three areas on an- 
other patient lost all of their pigment in 13 
months without treatment. Two partially 
repigmented areas on two patients retained 
100% of their new pigment after 8 and 16 
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TABLE 1.—Per Cent Repigmentation and Persistence of This Pigment After an 
Interval Without Treaiment 


SS eee 
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Repigmentation Mo. New Pigment Retained 
Mo. of —— Without 
Case Age, Yr. Treatment Area % Treatment Area % 
6 45 4 Face, 50 7 Face, 75 
axillas, 75 axillas, 90 
wrists 25 wrists 90 
9 Face, 75 29 Face, 75 
axillas, 90 axillas, 75 
wrists 35 wrists 0 
7 28 4 Face, 50 R Face, 0 
back, 50 back, 50 
thighs, ant. 90 thighs, ant. 0 
thighs, post 75 thighs, post. 10 
legs 90 legs 10 
R Face, 75 29 Face, 0 
back, 30 back, 0 
thighs, ant. 75 thighs, ant. 0 
thighs, post. 90 thighs, post. 10 
legs 75 legs 10 
R 34 7 Chest 15 29 Chest 10 
1 10 6 Fingers 75 28 Fingers 90 
2 9 2 Legs 75 28 Legs 90 
9 38 4 Face & neck, 25 25 Face & neck, 1 
hands 50 hands 0 
3 23 10 Face, 90 23 Face, 0 
axillas, 90 axillas, 90 
forearms, 100 forearms, 75 
hands 50 hands 0 
10 4) 8 Axillas 25 19 Axillas 75 
ll 21 8 Axillas 85 16 Axillas 100 
12 44 5 Face, 100 13 Face, 0 
neck, 100 neck, 0 
forearms 100 forearms 0 
13 35 5 Legs 15 8 Legs 75 
14 33 5 Face 60 8 Face 75 
10 Face, 70 8 Face, 75 
axillas 25 axillas 50 
15 28 4 Shoulder, 100 8 Shoulder, 90 
forearm, 90 forearm, 100 
chest, 50 chest, 15 
thighs 100 thighs 100 
30 Face, 100 8 Face, 100 
shoulder, 100 shoulder, 100 
forearm, 95 forearm, 100 
chest, 80 chest, 90 
thighs 100 thighs 100 
4 37 4 Face, 90 & Face, 10 
axillas, 100 axillas, 100 
elbow 60 elbow 90 
5 44 15 Face, 99 7 Face, 75 
hands 10 hands 75 
16 46 3 Face, 100 5 Face, 75 
forearms 25 forearms 20 
months, respectively, without treatment. Although the two youngest patients had 


Eight patients were followed for 19 to 29 
months after treatment was stopped. None 
retained 100% of the new pigment in a 
partially or completely repigmented area. 
There was no apparent extension of the 
vitiligo during treatment. However, partial 
repigmentation did not prevent further ex- 
tension of the vitiligo after treatment was 


stopped. 
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90% retention of their new pigment after 
more than two years without treatment, 
there does not appear to be any correlation 
between age and pigment retention in the 
other patients. There is no consistent cor- 
relation between the interval without treat- 
ment and the retention of pigment. Case 1 
and Case 2 retained 90% of the new pigment. 
in areas which were 75% repigmented on 
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Fig. 1—Patient before treatment. Reproduced 


with permission from Elliott.*® 


> 


the fingers and legs, respectively, for 2: 
months without treatment. 
90% in the axillas, 75% on the forearms, 


Case 3 retained 


and none on the face or hands after 20 
months without treatment. 
100% of the new pigment in her axillas, 
90% on the elbows, and yet only 10% on 


Case 4 retained 


the face after eight months without treat- 
ment. 
Case 5 developed 99% repigmentation 
with four months’ treatment and retained 
75% of this pigment seven months after 


treatment was stopped (Figs. 1-3). 


3.—A fter seven months without treatment. 


Fig. 





Elhott 








Re- 


Fig. 2—After four months of treatment. 


produced with permission from Elliott.” 


Table 2 gives the per cent of the areas of 
vitiligo retaining 75% or more of the pig- 
ment and 10% or less of the pigment after 
various periods without treatment. 

There is no significant correlation between 
the degree of pigment retention and the 
duration of the disease, extent or area of 
involvement, or maximum degree of repig- 
mentation, 

Six patients continued treatment with 
methoxsalen during one or more winters, 
using a R. S. sunlamp for ultraviolet light. 
Two showed slight continued improvement ; 
one maintained the previous gain in pig- 
ment, whereas, three patients showed a slight 
loss of the repigmentation. Treatment was 
as vigorous as it had been in the summer 
with sunlight, but in no instance did the 
patient maintain the previously attained de- 
gree of tan or rate of repigmentation, al- 
though the loss of pigment was not as great 


TABLE 2.—Summary of Persistence of 
Repigmentation 











75% or 
Mo. Greater 10% or Less 
Without Retention, Retention, 
Treatment Areas Patients % o7, 
5-8 28 8 68 21 
13-20 9 4 44 56 
25-30 13 6 29 68 


as during a similar period without treat- 
ment, 


Comment 


Some physicians, in determining what is 
to be done for a patient, are prone to over- 
look the latter’s perspective of a disease and 
to discard the need for treatment of any 
disease which has cosmetic implications only. 
The patient who avoids social intercourse 
because of the appearance of his vitiligo 
is overemphasizing the importance of his 
disease, but it is that important and serious 
to him, just as some teen-agers avoid social 
activities and adversely alter their person- 
of their acne. Thus, any 
vitiliginous 


alities because 
significant repigmentation of 
skin is of tremendous value to the patient’s 
morale and justifies treatment. This is par- 
ticularly true of Negroes, who are extremely 
concerned about any abnormal change in 
their skin pigmentation, 

Although the present method of treat- 
ment of vitiligo with methoxsalen is not 
entirely satisfactory and has many short- 
comings, it is still the most effective modality 
yet reported. Although none of the patients 
whom I have treated have become com- 
pletely repigmented, 67% have stated that 
the results justify the time and money ex- 
pended.!? The more information we have 
regarding the effectiveness of treatment, the 
persistence of the pigment, and the side- 
effects of the drug, the better we can inform 
the patient and select the proper ones for 
treatment, with a resultant increase in the 
per cent of treated patients with a “satis- 
factory” result. 

We have learned that the hands and feet 
do not repigment readily and that those pa- 
tients who have their major involvement in 
either or both of these areas are not good 
candidates for this method of treatment. We 
also have learned that vitiliginous areas do 
not repigment in a few days or weeks, but 
require months of intensive treatment with 
methoxsalen and exposure to sunlight, and 
that patients who cannot devote a minimum 
of 30 minutes near the middle of each day 
to sun exposure are poor candidates for 
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We should select our patients 
for treatment with these facts in mind and 
then tell them that a satisfactory degree of 
repigmentation will require at least one and 
probably two or more summers of treat- 
ment and that after a satisfactory degree 
of repigmentation is attained they will need 
to continue treatment on a “maintenance” 


treatment. 


basis indefinitely. If they accept these con- 
ditions, then I feel certain that the results 
will be satisfactory to both the patients and 
the physician. 

The presently available sources of arti- 
ficial ultraviolet light are a poor second 
when compared with sunlight as to effective- 
ness. There is a real need for a source of 
artificial ultraviolet light of the proper wave 
length and intensity with a cost within the 
means of the average patient, so that treat- 
ment can be carried out at the convenience 
of the patient at any time of the day and 
during the winter when adequate sunlight 
is not available. 

[lumination Wood's light in- 
contrast between 
skin and aids in 


with a 
creases the apparent 
vitiliginous and normal 
evaluating the extent of vitiligo and per- 
sistence of repigmentation when the normal 
skin is poorly tanned. 

There 


must be answered if methoxsalen is to be 


are still some questions which 
used over a long period of time in a given 
person. Will methoxsalen prevent or pro- 
mote carcinogenesis? Animal studies 1*4 
have indicated the latter, although there is 
evidence in humans to suggest the former, 
and large-scale studies are being conducted 
in Texas in an effort to answer this ques- 
tion.!516 What effect does methoxsalen 
have on light sensitivity? Most evidence 
points to protective properties due to an in- 
crease in the stratum corneum, development 
of a stratum lucidum, and retention of 
melanin.!™!® However, after treatment of 
their vitiligo with methoxsalen, two of my 
patients have developed, for the first time, 
a polymorphous light eruption which has 
continued to recur with exposure to sun- 
light after methoxsalen treatment was 
stopped.!®20° What chances are there of liver 
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damage from use of methoxsalen? At least 
one patient has developed evidence of liver 
damage while taking methoxsalen, although 
the relationship is not definitely established.’ 


Summary and Conclusions 


Although, when last observed after 8 to 
16 months without treatment, three patients 
had retained 100% of the new pigment in 
six areas, none of eight patients observed 
longer than 16 months after treatment was 
stopped retained 100% of the new pigment 
in any area. Repigmentation of vitiliginous 
skin due to methoxsalen and exposure to 
sunlight is probably not permanent. 

Treatment probably must be continued 
indefinitely, although its intensity can be 
reduced to a maintenance level once the de- 
sired degree of repigmentation is attained. 


Vitiliginous areas which become com- 
pletely repigmented do not seem to retain 
this pigment any better than areas which 
are not completely repigmented. 


There is no apparent correlation between 
the degree of pigment retention and the age 
of the patient, duration of the disease, ex- 
tent or area of involvement, or maximum 
degree of repigmentation, 

A sun lamp is not as effective as sunlight 
in repigmenting vitiliginous skin, but it is a 
valuable adjunct in treatment when sunlight 
is not available. 

Photographs before and after each period 
of treatment are important in evaluating the 
progress of the patient. 


Suite 706, Doctors Building, 1012 Kings Drive. 
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ABSTRACT OF DISCUSSION 


Dr. Cart T. Netson, New York: Experience 
has shown that the ingestion of 8-methoxypsoralen, 
together with repeated exposures to natural or 
artificial ultraviolet light, can induce pigment 
formation in some areas of vitiligo. However, the 
response is very erratic, and satisfactory clinical 
repigmentation probably can be obtained in no 
more than 1 out of every 7 to 10 cases treated. 


At the present time, I believe that most derma- 
tologists would agree that this form of treatment 
for vitiligo is scmewhat less than satisfactory. 
Moreover, we do not know what the general ef- 
fects of repeated ingestion of 
psoralens will be, just as Dr. Elliott has pointed 
out. 


prolonged or 


Dr. Elliotts study has emphasized many of the 
important factors to be considered in assessing 
the value of this type of treatment for vitiligo. 
Regarding the permanence of any repigmentation 
obtained after psoralen therapy, he has shown that 
not only does this vary from patient to patient 
but also the retention of pigment varies consider- 
ably from area to area in the same person. Ap- 
parently, if patients with vitiligo treated in this 
fashion are followed long enough after therapy 
has been discontinued, practically all of them will 
show ultimate loss of pigmentation. 


The mechanism of action of the psoralens in 
producing pigmentation under the influence of 
ultraviolet light and sunlight is not well under- 
stood, Lerner and his co-workers have postulated 
that it is the combined effect of sulfhydryl oxida- 
tion by 8-methoxypsoralen and ultraviolet stimula- 
tion of melanocytes which results in melanin 
formation (J. Invest. Dermat. 20:299, 1953). On the 
other hand, as Dr. Elliott has mentioned, Becker 
(Science 127 :878, 1958) has shown that the initial 
reaction of the skin to 8-methoxypsoralen and 
sunlight is a thickening of the stratum corneum 
and the formation of a stratum lucidum. The 
combination of ultraviolet light and &-methoxy- 
psoralen results in a slight amount of new pigment 
formation in treated areas, but the pigment is 
mainly in the basal and horny layers. The pig- 
ment-forming cells and their dendritic processes 
are not filled with melanin, and Becker concludes, 
therefore, that while 8-methoxypsoralen increases 
the pigmenting effect of ultraviolet light, the de- 
velopment of the psoralen tan is due primarily 
to the retention of pigment in the skin. 

In addition, we still do not know why certain 
areas of vitiligo are completely resistant to 
psoralen and light therapy, while others seem to 
respond yather readily. There is now some 
evidence, I believe, to suggest that there may be 
several biologic variants of the clinical entity we 
call “vitiligo.” 
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Although it has been shown that melanocytes 
are not completely absent in vitiligo, there may 
be a type of this disease akin to albinism, if you 
will, in which there are virtually no pigment- 
forming cells with intact tyrosinase activity. In 
this case, treatment with the psoralens could not 
reasonably be expected to be effective. 

In other instances, the vitiligo may be less abso- 
lute, with the melanocytes reduced in number or 
with their tyrosinase activity diminished. In this 
type, repigmentation would be possible as a result 
of stimulation or unblocking of the tyrosinase 
systems of the remaining melanocytes. 

I think that these differences in response of 
different areas of vitiligo to psoralen therapy 
demand explanation, and, perhaps, further histo- 
chemical studies will help us predict which types 
of vitiligo warrant a trial of &8-methoxypsoralen 
therapy. 

In closing, I might say that it had been our im- 
pression that the incidence of good responses to 
8-methoxypsoralen treatment in vitiligo is related 
to the duration of the vitiligo. We have felt that 
the older cases are less responsive to this type of 
treatment, and I am interested to learn that this 
impression was not borne out in Dr. Elliott’s study. 


Dr. THomas B. Firzparrick, Portland, Ore.: 
Most of us have been discouraged with the treat- 
ment of vitiligo with furocoumarins, and yet Dr. 
Elliotts results indicate a significant and perhaps 
therapeutically worthwhile  repigmentation of 
vitiligo with the combined treatment of methox- 
salen and sunlight. 

Over the past five vears we have treated 123 
patients with vitiligo using oral methoxsalen. In 
our series, only a small fraction, approximately 
15%, obtained a result that could he considered 
cosmetically acceptable enough to justify the pro- 
longed, tedious treatment required. One of 
Farber’s patients has repigmented almost 90% of 
the depigmented skin with use of methoxsalen 
over a period of three years. This patient was 
exposed to sunlight in large part, obtaining it first 
in the Azores and later in California. However, 
even under ideal conditions of optimum dosage 
and prolonged exposure to sunlight as a source 
of ultraviolet, I have had several patients who gave 
up the treatment because of incomplete repigmenta- 
tion, etc. Until better methods of treatment of 
vitiligo become available, I believe that we are 
justified, particularly in view of Elliott's results, 
in giving the vitiligo patient a trial of three to 
six months of oral methoxsalen with sunlight 
exposure. This is especially true in the pigmented 
peoples (Asiatic, Indian, and Negroid) who have 
severe cosmetic disfigurement. 

I know that many of you have been concerned. 
with the toxicity of methoxsalen. I have not seen 
any serious toxic effects of methoxsalen in over 
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' six years of experience in hundreds of patients 
and volunteer subjects. We have this past year 
examined the question of hepatic toxicity, using 
a carefully designed blind study. This is being 
reported in The Journal of the American Medical 
Association. Daily ingestion of 30 mg. for a 
period of three months in normal medical students 
did not reveal a single instance of hepatic toxicity 
as detected by a battery of hepatic tests, including 
the sulfobromophthalein (Bromsulphalein) dye 
test. This study is not conclusive, however, since 
a series of 450 patients would be required to prove 
the negative effect of a drug. Recently, one of 
the large pharmaceutical companies reported to 
me a study of 120 patients treated with 20 mg. 
over a two-week period without detectable change 
in the hepatic tests. 

There are other questions besides the one of 
hepatic toxicity. Are these agents carcinogenic? 
Injection of huge doses (almost 50 times the 
clinical doses) intraperitoneally into albino mice 
and followed by exposure to 15 minutes of high- 
intensity ultraviolet radiation (sufficient to produce 
erythema on normal Caucasian skin in 10 seconds) 
results in the production of cancers, predominantly 
fibrosarcomas. These experiments are difficult to 
interpret, since the conditions are so far removed 
from the ones used in man. Also, the mice are 
albinos. Nevertheless, they should make us vigilant 


Elliott 


for any possible precancerous effects in vitiligo and 
other patients using methoxsalen. Furocoumarins 
are found in edible foods and have been used in 
crude form as far back as 1,000 B. C., and 
methoxsalen has been given to thousands of pa- 
tients over the past 10 vears in Egypt, France, 
Mexico, and the United States. There have been 
no reports of carcinomas in these patients. A 
rather large double-blind trial which now includes 
145 patients is going on in one of the sunniest 
parts of this country to test the hypothesis that 
oral methoxsalen may decrease the incidence of 
solar-induced keratoses and carcinomas. This trial 
has been carefully designed, and the patients are 
being followed by excellent clinicians. Perhaps 
in a year or so we will have some answers. 

Dr. JosepH A. Extiorr Jr., Charlotte, N. C.: 
I should like to reemphasize two things about the 
treatment of vitiligo with methoxsalen. First, in 
patients with involvement primarily of the hands 
and feet, the results of treatment do not justify 
the cost or the time involved. Second, I am sure 
that the further south one goes the more effective 
the treatment is, as a result of more hours and 
greater intensity of the sunlight; and so I think 
that our result, in comparison to that of Dr. Nel- 
son, is in direct relationship to the difference in 
latitude. 
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Clinical Notes, New Instruments and Techniques 


Skin-Marking Technique 


JOHN van de ERVE, M.D., Charleston, S. C. 


A simple and easy method of marking the skin 
is desirable and often needed in dermatological 
practice. The marks should not be soluble in water 
or alcoholic solutions and should persist for several 
days. In the past, | have used wax skin-marking 
pencils, such as are commercially available, and 
also indelible-ink ba l-point pens. Previous mark- 
ing methods included silver nitrate, gentian violet, 
Bonney’s blue, and even scratching the skin itself. 
All of these disappear rather rapidly under fric- 
tion from clothing, detergent action, and perspira- 
tion. 

An interest in oil painting led to an acquaintance 
with the felt-nib pen that artists use for sketching. 
For the past year I have been using this pen for 
marking the skin. On looking into the matter I 
found that Tamerin and Bornstein,’ in 1950, pub- 
lished a short article on the use of this type of 
pen and the aniline dye, oil-based, which it uses. 
The ink is self-stenlizing. It is composed of a 
light distillate base comparable to high-grade 
naphtha or kerosene. The gums, waxes, and resins 
in the ink are those used in the pharmaceutical 
trade in the manufacture of ointments, cerates, 
and emulsions. The black ink uses an aniline dye. 
The ink adheres well, dries quickly, and does not 
dissolve in alcohol or water. Acetone, benzene, 
and nail-polish remever dissolve it quickly and 
easily remove it from the skin. 

The Flo-Master pen supplied by Cushman and 
Dennison Company * and the Marsh 77 Felt-Point 
Pen (Marsh Stencil Machine Co.) + were used 
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*Cushman and Dennison Co., New York 11; 
Flo-Master Hospital Marking Pen and Inks. 

+ Marsh Stencil Machine Co., Belleville, Ill; 
Marsh 77 Felt-Point Pen and Ink. 
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during the past vear for patch testing and marking 
on some 400 patients. I found no reaction of any 
kind in this series. The regular black transparent 
ink was used. In addition, the Flo-Master Special 
Skin-Marking Ink was tested. No reactions were 
found. In the process of manufacture of these 
inks, where contact is more frequent and intense 
than in any casual use, there were only a few rare 
cases of irritation. 


Tamerin and Bornstein’ used a sterile metal 
quill-tip pen and wooden holder when using the 
ink for preoperative work. This would be useful 
in preparing a patient for abrasion or planing for 
marking both the bases of the scar pits and for 
outlining fields for abrasion. I have been using 
the felt pen particularly to mark plant resin patch- 
test sites, where it often persists for two to five 
days, except in hot weather. It is excellent for 
marking glass microscope slides and glass con- 
tainers of any kind in the laboratory, for outlining 
areas for vibrapuncture, and for making signs and 
notices about the office. It adheres on metal sur- 
faces as well. 


180 Wentworth St. 
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The New, Newer, and Newest 


The most heartening bit of news in many a day was the information that there is now a 
National Foundation for Research in Cutaneous Medicine, Inc. It is a nonprofit organization. 
designed to promote and support research in the “vast and neglected” field of skin diseases. 
The Foundation plans also to provide an intensive educational program for the general public 
on the subject of skin diseases. The President and Executive Director is Mr. Louis L. Spirt, 
370 Lexington Ave., New York 17. Frank Combes, a member of the Foundation’s Board of 
Trustees, is also a member of the still-incomplete medical advisory board, which includes, 
so far, Beinhauer, Harvey Blank, Callaway, Arthur Curtis, Dobes, Mescon, Muller, Osborne, 
Rattner, Reisch, Rothman, and Sulzberger. Long overdue, this organization should have the 
blessing and complete support of all dermatologists. 





The Academy meeting, in December, was again big, busy, bustling, and altogether enjoyable. 
I was able to attend only a small part of the meeting, but reports are as follows: 

The most exciting announcement of the meeting was the restrained report by Harvey 
Blank and Frank Roth on the treatment of superficial fungus infections with Griseofulvin, a 
new orally administered antibiotic preparation, fungistatic to certain organisms. The impact 
of the report was so great that, by popular request, it was repeated on the next day in the 
large ballroom in order to accommodate everybody—something that has never before occurred 
at an Academy meeting. Incidentally, the drug is not yet available. 

This ArcHIves hopes to publish the full report soon. 

The sessions were so much better where speakers used notes. 

The surprisingly large attendance at the sections on “Physiology and Chemistry of the 
Skin,” “Internal Medicine in Relation to Dermatology,” and “Psychosomatic Aspects of 
Dermatology.” The usual full attendance at the bread-and-butter sessions, such as “Industrial 
Dermatoses,” What’s New,” “Hand-Eczema,” “Cutaneous Surgery,” “Malignancy,” etc., and the 
very small groups listening to “Socioeconomic Aspects of Dermatologic Practice.” 

The banquet was excellent and entertainment most entertaining—one of the best. parties 
in years. 

A topic brought up for discussion at almost every round-table meeting was the vexing 
problem of the loss of hair in women, for no apparent reason. 

Assurances by various speakers with regard to x-ray therapy in dermatology. 

The visitors from abroad were amazed and pleased by the Academy’s accent on youth. 

Mr. Carl Herzog, of Duke Laboratories, long an anonymous benefactor of the Academy, 
has donated $10,000 to promote the educational program of the Academy. Time to uncover the 
anonymity. 








Prize-Winning Exhibits 

Class I, for Original Work 
The Gold Award to Moretti, Montagna, and Mescon, Boston University and Brown 
University: Blood Vessels of the Human Skin. 
The Silver Award to Paul Hirsch and Elson Helwig, Armed Forces Institute of 
Pathology: Mixed Tumor. 
The Bronze Award to Victor Wheatley, University of Chicago: New Methods for the 
Study of Human Skin Lipids. 

Class II, Exhibits of High Teaching Value 
The Clyde Cummer Gold Award to George Prazak and John Ferguson, Brooke Army 
Medical Center: Superficial Fungus Infections. 
The Silver Award to Charles De Feo, Maurice Costello, and Marvin Dannenberg, 
New York University-Bellevue Medical Center: Pemphigus—Diagnosis, Types, and 
Treatment. 
The Bronze Award to Harry Shotin, Orlando Canizares, and Emory Ledany, Veterans 
Administration Hospital, Bronx, N. Y.: Reiters Syndrome and Keratosis Blennorrhagica. 


The newly elected officers of the Academy are as follows: 
Anthony C. Cipollaro—President 
Norman McK. Wrong—Vice-president 
Bob Kierland, Stanley Huff, and Sam Zakon retain their respective offices as Secretary, 
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Assistant Secretary, and Historian. 

Edward Cawley was elected to represent the Academy on the American Board of Derma- 
tology to succeed John Lamb. 

Thomas Butterworth, C. Ferd Lehman, Walter Lobitz, Francis Lynch, and Walter Shelley 
were elected to the Board of Directors for three-year terms and Don Birmingham to fill the 
unexpired term of the late James Webster. 


Honors 

Earle D. Osborne, Professor and Head of the Division of Dermatology at the University 
of Buffalo, received a citation from the University “. .. a leader with triple-genius for research, 
teaching and administration . . . man of heroic stature in medical education.” Hear! Hear! 








On Rostrums Here and There 

Marion Sulzberger will deliver the Pusey Lecture for the Chicago Dermatological Society 
on March 18. The subject: “Ruminations on American Dermatology; Whence? Where? 
Whither? and Not Forgetting, Why ?”—a timely talk in the light of Blank’s report. 

John R. Haserick, March 3, 1959, for the Annual Clinical Conference of the Chicago 
Medical Society on “What to Do About the Unexpected Positive Serologic Test for Syphilis.” 

Aaron B. Lerner, Jan. 20, 1959, for the Eighth Annual Sigmund Pollitzer Lecture, sponsored 
by the New York University Post-Graduate Medical School, on “The Pituitary, Pineal and 
Pigmentation.” 

Louis Brunsting, Nov. 11, 1958, for the Interstate Post-Graduate Medical Association, in 
Cleveland, on “Juvenile Eczema.” 

George Andrews, Oct. 23, 1958, for the Southwestern Medical Association, on “Common 
Dermatoses of the Hands.” 

Adolph B. Loveman, Oct. 18, 1958, for the Kentucky-Tennessee Regional Meeting of the 
American College of Physicians, at Louisville, on “Mucous Membrane Lesions.” 

Earle Osborne, Nov. 3, 1958, for the Omaha Mid-West Clinical Society, in Omaha. 

Coleman Mopper, Nov. 19, 1958, for the Mexican Society of Dermatology, in Mexico City, 
on “Sarcoidosis” and “Alopecia Mucinosa,” both delivered in Spanish, which he learned for 
the occasion. 








Looking after things for the 
Canadian Dermatological Association : 
R. R. Forsey, Montreal, President; J. F. Daily, Burlington, Vt., Vice-President; and 
G. E. Craig, Montreal, Secretary. 
Brooklyn Dermatological Society : 
Morris Rothstein, President; Benjamin Bender, Vice-President; and Lawrence Frank, 
Secretary. 
Connecticut State Medical Society, Dermatology Section: 
Ellwood C. Weise, Jr., Bridgeport, President, and Cleveland R. Denton, Hartford, Secretary. 
Mexican Dermatological Society : 
Conception Estrada, President; Fernando Latapi, Secretary; Manuel Malacara, Assistant 
Secretary, and Josefa Novales, Treasurer, 





From Newspaper Reading 

Radiologists exposed to limited amounts of radiation in their daily work live slightly 
longer, on the average, than do other medical men, etc., etc. 

A mystery rash spread all through West Germany—hope the victims do not turn red! 

“Dermatologists Elect”—A. Fletcher Hall, Santa Monica, Calif., as President of the Pacific 
Dermatological Association. 

Voodoo dolls, imported from Haiti, with heads carved from cashew-nut shells for use as 
swizzle sticks, “may inflict blistering skin reactions.” 

Scientists Want Small M.D in Orbit by ’60. How about John Lamb? 

Bennett Cerf’s amusing one about the mouse used for various scientific experiments. The 
mouse was placed in a missle that went into orbit. Three months later, the nose cone was 
retrieved and the mouse restored to its cage at the scientific laboratory. Other mice immediately 
surrounded him and excitedly asked, “Tell us, how did it feel to be in orbit?” The mouse 
shrugged his shoulders and nonchalantly replied, “Well, it’s better than cancer!” 

H. R. 


160/246 


Correspondence 


LARVA CURRENS 


To the Editor:—\l was most interested to read in the A. M. A. ARCHIVES OF DERMATOLOGY 
78:186, 1958, the article on larva currens. 

Recently, I have tried treating larva migrans with Trafuril applied locally. I find it an 
effective remedy, and the results are sometimes dramatic. In other cases, however, it does not 
work, and I wondered if these were, in fact, cases of Strongyloides infection. 

Trafuril (CIBA) is tetrahydro-furfuryl nicotinic acid ester, which is exhibited as a 5% 
rubefacient cream and is normally used to relieve muscular rheumatism, lumbago, etc. It may 
perhaps kill the larvae directly or alternatively sweep them away in the resulting hyperemia. 

I feel this drug is worthy of further trial in creeping eruptions, as in my experience it is at 
least as good as freezing with ethyl chloride and considerably easier to apply. 


G. H. N. Clarke, M.D. 
Senior Specialist ( Dermatology ) 
General Hospital 

Lagos, Nigeria, West Africa 
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Society Transactions 





LOS ANGELES DERMATOLOGICAL SOCIETY 


S. W. Becker, M.D., President 
Floralou Kettenbach, M.D., Secretary 


May 14, 1958. 


Cheilitis Glandularis Apostermatosa (Volk- 
mann). Presented by Dr. CLeMeNt E. Coun- 
TER. 

A 22-year-old Caucasian man has had a tender. 
swollen lower lip for the past 10 years. The onset 
was at the age of 11 years. First aware of lip 
distress when he was convalescent from tonsillec- 
tomy. The lip gathers a sticky, yellow crust when 
no ointment is used. Wintertime brings some relief 
of symptoms. His father and grandfather had the 
same lip disease in a milder form. Neither his 
brother nor his sister have this condition. 

Present Examination—Lower lip is prominent. 
It is greased with an emolient, yet scales are pres- 
ent. There are two palpable nodules present. A 
clear, stringy discharge gathers in droplets on the 
lower lip when it is palpated. 

Previous Treatment—Seven x-ray treatments of 
75 r each—total 525 r in Beaumont Army Hospital 
with no apparent relief of symptoms; 5% “sulfa 
salve” locally; vitamin D ointment locally; in- 
jections of preparation of identity unknown to 
patient. 

Present Treatment.—An_ ointment containing 
ichthyol with hydrocortisone 1% in Lassar’s paste 
(Naftalan). Two weeks after using this prescrip- 
tion, observation showed the lip doing very well 
and remaining well for 12 hours after the ointment 
is removed. 

Microscopic Examination of Biopsy Specimen. — 
Epiderm is deficient over much of the section. 
Where it is present it has lost its interpapillary 
pegs, and much of the sharpness usually present in 
the germinative layer is gone. The cutis is very 
vascular, and between fibrous trabeculae are packed 
round cells almost entirely filling the upper part of 
the dermis. At least one round patch of looser 
lymphocytes is formed among the denser grouped 
cells to resemble a germinative center of a lymph 
node. This is close under the epiderm. 


Discussion 


Dr. Norman E. Levan: In addition to the lip 
lesion, this patient has both svstemic and other 
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cutaneous indications strongly indicative of lupus 
erythematosus. According to the history, the lip 
condition has since its onset been aggravated 
by sunlight and accompanied from time to time 
by other light-sensitive lesions, on the malar 
areas chiefly. At present there are erythema- 
tous tumid areas high on the cheeks and on the 
wings of the nose. In addition, since the onset the 
patient has been unable to compete physically with 
his fellows because of easy fatigability and weak- 
ness and episodes of malaise. As brought to my 
attention by Dr. Jud Scholtz, he arcus 
senilis—certainly significant of a systemic disorder 
when found in a 22-year-old man. 


shows 


In the microscopic sections there are no glandular 
changes to bear out a diagnosis of cheilitis glandu- 
laris apostermatosa. The dense nests of lymphocytes 
are, of course, consistent with lupus erythem- 
atosus. | have seen a similar lip involvement 
with similar histologic changes in what, following 
the lead of Jessner, we have been calling lympho- 
cytosis cutis. It may well be that some instances 
of this morphologic entity are variants of lupus 
erythematosus, and with the strong adjuvant evi- 
dence present in this patient I would hesitate to 
suggest an alternative diagnosis until the possi- 
bility of lupus has been thoroughly investigated. 


As to therapy, antimalarials are indicated at 
present. 

Dr. J. WALTER WiLson: Almost everyone here 
knows what I am going to say. When I see a lower 
lip involved on the exposed surface of the mucous 
membrane in the central portion only, sparing the 
corners of the mouth very definitely and not 
spreading over onto the cutaneous surface below 
or onto the inner true mucous membrane, it is 
difficult for me to accept the diagnosis of lupus 
erythematosus. It is true that this patient might 
have lupus erythematosus, and some of the lesions 
on the nose actually suggest it, but I should like 
to see some evidence of it from a biopsy specimen 
taken from the nose area before I accept that 
diagnosis. I think this man has what Hiram 
Miller called “mouth breather’s plaque.” I saw him 
cure at least five cases like this simply by telling 
the patient to wear a chin strap at night. These 
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persons breathe through the mouth at night, lick- 
ing the lower lip frequently with the tongue, and 
allowing the saliva to evaporate. These plaques all 
look like this man’s—in the central portion of the 
lip. I think a chin strap would cure this man. 

Dr. Harop Price: Cheilitis glandularis apos- 
tematosa is thought to be possibly of congenital 
orgin and is due to adenomatous hyperplasia of 
the mucous glands. There is also associated dilation 
and hypertrophy of the ducts. Secondary infection 
may complicate the picture. 

In this case, the section showed no 
whatsoever of glandular structures, and, therefore, 
I doubt very much that this is cheilitis glandularis. 

Dr. SAMUEL Ayres JR.: I think it is cheilitis 
actinica, and there is such an entity. It is possible 
to have an inflammatory condition of the exposed 
part of the lower lip from sun sensitivity without 
having any manifestation elsewhere on the skin, and 
the patient seemed to be very definitely certain 
that this condition was worse in the summertime. 
A physician cousin of mine had the same thing, 
only his was particularly troublesome out of doors 
on vacation. He wore a protective shield over his 
lips while fishing. I suppose that this man has had 
the benefit of a sun-screening lipstick. If he hasn't, 
that tvpe of protective measure should be used, and 
I should certainly second the idea that chloroquine 
or one of the other antimalarials be used. 


Dr. SAMUEL Ayres, IIT: I think cheilitis glandu- 
laris is a clinical entity. True, he doesn’t show 
the enlarged glandular openings which one associ- 
ates with it, but he gives a definite history of a 
glairy secretion when the lips are put together and 
then separated. This condition has been going on 
for a long time and with the amount of crusting 
that he has it is no longer possible to demonstrate 
it. However, I still think this is a very good 
possibility and that the presenter’s diagnosis is 
correct. 

Dr. CLEMENT E. CountTER: When I first saw this 
patient he had an acute exudative process involving 
the lower lip. On palpation a clear stringy secre- 
tion appeared in bead-like droplets at about eight 
different points on the lower lip. Also palpation 
showed three indurated lumps. One of these was 
excised for the biopsy specimen presented tonight. 


evidence 


Squamous Cell Epithelioma. Presented by Dkr. 
Jerome K. FisHer for therapeutic suggestions. 


A 33-year-old Caucasian man has been married 
for eight years and has five children. The patient 
had “jungle rot” while in service but no serious 
illness. He had two disks in his back removed 
two years ago. He never had any venereal dis- 
eases. 


The patient was circumcised in 1949 because of a 


constricted prepuce. Although he was not aware 
of any lesions on the glans penis, he did notice 


some “red areas” develop there within about nine 
months. These were asymptomatic. For the past 
five years he has been treated for what he says is 
“psoriasis.” He has had several biopsy specimens 
taken, but he does not know the exact diagnosis. 
For the past three years warty growths have ap- 
peared over the glans penis. 

The eruption is confined to the glans penis mostly 
near the coronal margin, leaving the tip near the 
meatus free. The lesions are verrucous and con- 
fluent. They are tender to palpation. No nodes 
are palpable in the groins. He has no other cu- 
taneous eruptions except some mild scaling over 
the scalp. 

Biopsy findings showed squamous-cell epitheli- 
oma, Grade 2. Blood Wassermann test is negative. 

No treatment has been given by the presenter. 
Patient has received solid carbon dioxide (Dry 
Ice) twice and five or six x-ray treatments else- 
where in 1956. 


Discussion 


Dr. LAURENCE J. UNDERWoopD: The treatment of 
this carcinoma, I believe, should be carried out by 
a surgeon. It is of interest only secondarily to 
theorize what dermatosis preceded the present 
keratotic, verrucoid nodular plaques. One may 
speculate as to whether erythroplasia or balanitis 
was present in the past. It is doubtful that he has 
had psoriasis localized on the penis for years with- 
out other evidence of psoriasis elsewhere. It would 
be a mistake to temporize by considering the lesion 
a verruca or other benign lesion. 

Dr. J. WALTER Witson: This particular class of 
carcinoma is stmilar to that which was called ver- 
rucous carcinoma by Ackerman in his textbook of 
surgical pathology, the recent edition. We saw one 
like this intraorally, and it looks so much like a 
wart that one begins to wonder whether it is actu- 
ally malignant or not, and yet it does invade tissues 
very deeply if given a chance. 

Dr. Murray ZIMMERMAN: I think if this man 
is fairly well preserved that I would suggest 
chemosurgery. The mortality rate for carcinoma 
of the penis is the highest of any skin cancer, not 
hecause it is a different type of carcinoma, but 
because doctors and patients alike are unwilling to 
treat it adequately. There is a characteristic his- 
tory of “too little and too late” on the carcinoma 
of the penis. Chemotherapy as practiced by Mohs 
would be able to remove this with an absolute 
minimum loss of normal tissue. 

Dr. Lours H. WINER: Ackerman’s carcinoma 
shows proliferation of the epidermal rete, such as 
one sees in condyloma accuminatum and also with- 
out inflammatory reaction in the cutis. The lesions 
are usually localized to the mouth. This patient 
has a Grade 2 squamous-cell carcinoma. This pene- 
trates deeper than does early erythroplasia of 
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Queyrat. Erythroplasia of Queyrat localized to 
the skin of the penis and glans is easily removed 
by desiccation or simple excision of the lesion. 
When the mucous membrane at the meatus of the 
urethra is involved, it is more serious and rapidly 
metastasizes to the regional lymph nodes. 


Dr. SAMUEL Ayres: I don’t see any strong con- 
traindication to giving intensive fractionated doses 
of x-ray as given for skin carcinomas, with a re- 
sulting minimal sacrifice of tissue. The Mohs 
technique is also good, but I don’t think that it 
has to be a choice between it and super-radical 
excision or amputation as the only other alternative. 
I think that adequate intensive x-ray should be 
given and that it could be in the hands of the 
dermatologist. 


Cultures from a Case of Tinea Capitis Due to 
Trichophyton Ferrugineum. Presented by Dr. 
GAGE HELMS. 

This is a case report of a 414-year-old Korean- 
American orphan brought to this county in October, 
1957, and adopted by a couple in this vicinity. It is 
stated that this patient on arrival had scaly patches 
over the scalp. The foster parents consulted a 
family physician, and a diagnosis of tinea capitis 
was made. Therapy has consisted of the local 
application of several of the popular fungicidal 
preparations. 

Examination of the patient’s scalp reveals a 
scaly, circular, noninflammatory condition over ap- 
proximately 75% of the scalp. Examination under 
Wood's light reveals a fluorescence of the hair in 
the scaly areas. Cultures were presented. This is 
probably only the third or fourth time this or- 
ganism has been isolated in the United States. 


Discussion 


Dr. J. WALTER WILSON: We all read about 
rarities in the texts and literature, but we have 
not yet seen all of them. A common cause of 
ringworm of the scalp in the Far East and the 
Balkan Area is said to be Trichophyton fer- 
rugineum. We have had cultures of this organism 
sent to us for teaching purposes for many years 
but have never had the opportunity to obtain 
one from an involved patient directly. These bril- 
liant yellow cultures grow very slowly for a long 
time. Dr. Helms told me that this child had the 
infection of the scalp while still in Korea and that 
the organism in culture was not typical of any of 
our common fungi. I asked him to send it to me, 
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and I sent it on to Dr. Plunkett, the mycologist 
from University of California at Los Angeles, who 
is a guest here tonight. He will tell you what he 
thinks of it. 

Dr. Orda A. PLunketr (by invitation): This 
culture is undoubtedly similar to the ones we have 
always studied as T. ferrugineum. The only culture 
we have had before came from one of the two 
cases observed by Dr. Lewis, in New York, some 
years ago on Chinese children. The only other 
report of this organism having been isolated in 
this country came from San Francisco—also on a 
Chinese child. I have never seen a good account 
of this organism anywhere. It produces a faviform 
type of colony, with little early aerial mycelium. 
After a few weeks the surface of the colony be- 
comes raised, roughened, and lighter yellow in 
color. The characteristic feature that one sees 
under the microscope is the mycelium composed of 
irregular bead-like cells and enlarged vesicles in 
which there is considerable granular content. Most 
of the granules are yellowish in color. The color 
of the colony is due to the colored granules in 
the vesicles. The organism is very distinct, and 
I think without doubt is T. ferrugineum. 

Dr. JEROME K. FisHer: I should like to ask Dr. 
Plunkett as to treatment for this sort of thing. 
Does it behave like Microsporum audouini? 

Dr. Orda A. PLunKetr: Well, I understand the 
infected hairs fluoresce, and it resembles an infec- 
tion of the audouini type with little or no erythema 
or scaling. As to treatment, I don’t know. I have 
not seen any published results of treatment for it 
at all. How well it responds to local topical medica- 
tion, I don’t know. 

Case for Diagnosis: Acrodermatitis Enteropathica Sine 

Enteropathiea? Presented by Dr. MAXIMILIAN E. 


OBERMAYER and Dr. CHARLES GEORGE STEFFEN, (by 
invitation). 


Pemphigus (Face and Groin). 
Foster. 


Presented by Dr. PauL D. 


Lupus Erythematosus ys. Pseudopelade. 
Dr. MAXIMILIAN E. OBERMAYER. 


Presented by 


(1) Palmar and Plantar Arsenical Keratoses; (2) Right 
Palm Uleeration-Bowenoid Epithelioma; (3) Right Palm- 
Secondary Moniliasis of Uleer and Right Ring and 
Little Finger Paronychia and Nails. Presented by 
Dr. LAURENCE J. UNDERWOOD. i 


Adenoma Sebaceum (Pringle) with Peri- and Subungual 
Warty Fibromas. Presented by Dr. THEODORE M. 
COHEN. 

Eezema? Presented by Dr. ANKER K. JENSEN. 

Case for Diagnosis: Sarcoid Reaction. Presented by Dr. 
Joun A. Hosmer and Dr. MARGARET ANN STORKAN. 

Lymphoma ? 
MAN. 


Prurigo? Presented by Dr. Ben A. New- 
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Trichophyton Rubrum Infection of the Nails. 
Presented by Dr. MAURICE J. COSTELLO. 


A woman aged 30 has had a Trichophyton 
rubrum infection of the toenails and fingernails for 
the past six years, 

Treatment has consisted of the usual antifungal 
agents, including Verdefam, and surgical removal 
of the nails, followed by daily application of 
Isodine, with recurrence. Numerous antifungal 
agents have been used conscientiously without avail. 

The patient saw a member of this society in 
consultation and since then has been applying 
pumice stone and double-strength Whitfield’s oint- 
ment, without improvement; in fact, the infection 
has spread to the adjoining fingernails. The pa- 
tient is presented for suggestions as to therapy. 


Discussion 


Dr. Cart T. Netson: These cases are extra- 
ordinarily difficult to cure and I have concluded 
that it is not so much the medication applied to kill 
the fungus that deserves study as it is the factors 
in the host that permit this type of parasitism to 


‘persist. The infection is rather superficial, but it 


resists all forms of treatment. What are the host 
factors in this situation? I think that is the phase 
that warrants investigation. 


Dr. Georce M. Lewts: At the present state of 
our knowledge it must be admitted that we can 
seldom achieve a good result quickly. There are 
certain basic principles to follow: one is to use 
some abrasive; another is to apply a succession of 
fungicidal or keratolytic drugs, and last, to do 
something, as Dr. Nelson has intimated, to develop 
host resistance. There is some evidence that 
vitamin A is useful, and there may be some virtue 
in a high-protein diet in the hope of increasing 
the rate of nail growth, which, after all, would 
theoretically cure these infections. I should here 
suggest rotation of drugs locally, abrasive prep- 
aration before application, and vitamin A and 
gelatin in large doses. 


Dr. J. Lowry Mrtier: Has Dr. Lewis felt 
that there is any response to gelatin treatment for 
nails? I have used it extensively; so far, with 
negative results. For that reason I am skeptical 
of its efficacy. The reason I give the patient for 
continuing to treat the nails is to prevent spread 
to other areas of the body, and I believe this is 
justified. Patients who have had the infection for 
10 or 15 years quit treatment and then get new 


lesions on the body. These are rather easily 
cleared up, and, if the nails are treated, no new 
lesions appear on the body. 

Dr. A. C. Creortaro: I do treat patients with 
T. rubrum infection of the nails. I am under 
the impression that fungicidal preparations and 
abrasion prevent spread of infection to other 
parts, prevents paronychia, and improves nail 
growth. X-ray therapy is of little use in this con- 
dition, except perhaps to cause quicker involution 
of the paronychia. I do not use x-rays for treat- 
ment of T. rubrum infection of the nails. The 
present-day tendency is to use x-rays less for 
benign conditions, and this is one in which we 
can do very well without them. 


Dr. Georce C. ANDREws: I wonder whether we 
want to subscribe to Dr. Cipollaro’s remarks that 
dermatologists no longer use roentgen ray therapy, 
except in malignant tumors. Is that the general 
impression? This fungous infection might not 
respond to x-ray therapy, but on the other hand, 
a few doses might do a great deal of good and 
would not do any harm. X-ray therapy should not 
be used if it is not necessary, but in this condition 
it would not be harmful. The patient has involve- 
ment of the skin of the sole, and one has to 
exfoliate the skin to get rid of the fungous in- 
fection because it is often deep in the epidermis. 
[ should advise exfoliating agents, as has been 
suggested, and I should go after that rather 
vigorously. I doubt that you would get the nails 
cleared without treating the skin of the foot rather 
vigorously, and if you get that cleared and give 
fractional doses of x-rays to the remaining nails, 
it would offer a good prospect of cure. 


Dr. Georce M. Lewis: It is my opinion that 
X-rays are contraindicated for the treatment of 
fungous infections of the nails because the effect 
is to inhibit the rate of nail growth. It is also 
well known that even a large dose of roentgen 
rays has no discernible effect on fungi. 

Dr. Georce C. ANDREWS: 
nail growth retarded. 

Dr. Maurice J. Costerto: Of all the skin 
diseases I treat, the most inveterate is T. rubrum 
infection of the nails. I used to send patients to 
surgeons for removal of the nails until I realized 
that they just remove the nail. More recently, I 
have removed the nail and scraped the bed with 
a curet under the folds, abraded the area around 
it, and did as thorough a job as anyone could do, 
short of injuring the matrix. Someone asked why 
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I have never seen 


we used Isodine. I once heard it said that if 
iodine were applied after the removal of a nail, 
it would increase the rate of cure. I have re- 
moved all 10 nails, using iodine postoperatively 
only on one hand, which became cured while the 
other did not. Isodine is supposed to be just as 
effcetive as iodine from that point of view. Still, 
we cure very few of these cases. This patient 
was seen by Dr. Lewis in consultation. He sug- 
gested abrasive treatment, with double-strength 
Whitfield’s ointment, and the patient carried out 
the treatment conscientiously. As far as gelatin 
is concerned, I am not impressed. I shall try some 
of the methods suggested, but I feel this is one 
of the biggest problems in dermatology, and it 
is a very frequent occurrence in my practice. 


Bad Results from Planing in the Treatment of 
Freckles. Presented by Dr. Grorce M. Lewis. 


A woman, aged 35, consulted a dermatologist in 
September, 1955, for advice in regard to freckles 
on the arms, chest, and back. She received about 
20 planing treatments between September, 1955, 
and June, 1956. The patient is disappointed in 
the result and would willingly return to her 
pretreatment status if that were possible. 

The affected skin shows various degrees of 
depigmentation and some irregularities of the sur- 
face. Areas of atrophy and scarring are present. 

Questions to be considered are as follows: 

1. Will there be further improvement (the last 
planing was over one and one-half years ago)? 

2. Is there any value in peeling the skin chemi- 
cally ? 

3. What is the best current advice as to masking 
preparations—potassium permanganate? Shake lo- 
tions? Covermark? 

4. What advice should be given regarding ex- 
posure to sunlight ? 


Discussion 


Dr. Witpert SACHS: If we want to show 
failures from planing, there would be no meeting 
where we couldn't have at least several cases. 
The failure here is mild compared to others | 
have seen. As far as this case is concerned, | 
do not think the pigment will come back. In the 
second place, the operator went beyond the 
epidermis, so there is little chance of the pigment 
coming back. J think sun tanning would only 
stand out more. 

Dr. J. Lowry Murer: The sequelae are 
worse than the freckles. If any exposure to 
the sun is given, the part that has been planed 
is certainly not going to tan as the rest of the 
skin will, so the patient will be very unhappy. 

Dr. L. P. BARKER: I have not used planing 
for the removal of freckles, and I do not believe 
it should be used for this purpose. This patient 
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exemplifies the fact that removing freckles on the 
body by planing is very likely to produce scarring. 
I do not believe normal pigmentation will return 
in the treated areas. 

Dr. A. N. Domonkos (by invitation): That 
was a demonstration of the fact that planing is 
not a suitable means of therapy for any part of 


the body other than the face. Planing on the 
back or arms will invariably produce atrophic 


scarring, and there is no hope for these cases. 
As with so many procedures, there are those 
who try planing for all sorts of 
moles, nevus flammeus, etc. In my opinion, the 
only indication for this mode of therapy is for 
scars on the face. 


conditions— 


Dr. A. C. Crpo_ttaro: This is a poor result. 
[I believe that the scarring, atrophy, and depig- 
mentation are permanent. The cosmetic effect is 
worse than the freckles. I doubt if this patient 
can ever again expose herself to the sun. I should 
be very much disinclined to recommend. surgical 
planing for the removal of freckles on the chest, 
back, and arms. Even mild planing for the treat- 
ment of scars and freckles frequently leads to 
permanent depigmentation and some atrophy. 
Surgical planing destroys tissue and should be 
used very discriminately. I must admit that I 
am not enthusiastic about surgical planing. It is 
of limited usefulness. 


Dr. FrANK E. CorMiA: | am inclined to agree 
for the most part with Dr. Domonkos. Generally 
speaking, the follicles are much fewer on the 
back than on the face, which makes the possibility 
of scarring infinitely greater on the back. I do not 
feel as pessimistic as Dr. Cipollaro and Dr. Sachs; 
| believe patients are moderately improved with 
facial planing. I do not think one necessarily gets 
pigmentary difficulties on the face, and I have 
not produced more than one or two small scars. 
I do not go that deep. To get the best results 
you have to be a little courageous, and | am 
conservative. I think you can improve the contour 
of acne scars with a reasonably good over-all effect. 

Dr. ORLANDO CANIZARES: I think we should 
limit the discussion to this particular case. I 
agree entirely with Dr. Domonkos; planing of the 
face is different from planing the chest or arms. 
I realized, myself, in the only case | tried that 
I was getting a different feeling from what I got 
on the face, and I have never done it again. The 
results obtained on those areas are different from 
those obtained on the face. 

Dr. M. J. Costetto: I do not think Dr. 
Cipollaro’s remarks should be deleted. If these 
discussions are published in the ARCHIVES they may 
help to bring about a more conservative and 
realistic approach to dermabrasion. We should 
approach the American Academy of Dermatology. 
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Dr. Georce C. ANpREWws: A great many 
reputable and outstanding dermatologists do plan- 
ing and believe the results are worth while. We 
realize that this patient has been improperly 
treated. All here agree that they would not use 
planing on the chest, back, or arms but only on 
the face. We have seen the results from sand- 
papering and planing, and I have some patients 
who are very grateful, so I think it is unreasonable 
to say it should never be used. I think there is 
some merit in the statement that the teaching 
at the American Academy of Dermatology has 
been overextended, and some young men will use 
the procedure as a panacea. It is difficult for the 
Academy to arrange these courses. The men who 
do the teaching are overburdened. The older men 
have too much to do, and the younger men are 
unreliable. I believe it is wrong to use planing 
on everything, and too much should not be expected 
from it. Some cases are unimproved, but if it 
is used carefully and by someone with experience, 
I believe that most are improved and some re- 
markably. It is certainly a worth-while procedure. 


Dr. Georce M. Lewis: I am concerned over 
the management of this problem, as the patient is 
emotionally upset about the whole episode and 
requires careful handling. I do not think she is 
suicidal, but she is very much depressed. I had 
in mind instructing her carefully about sun-screen- 
ing and warning her not to go out into the sun with- 
out some protection in order to avoid accentuation 
of the disfigurement. Perhaps some of the hyper- 
pigmentation can be reduced by a weak solution of 
sodium hyposulfite. I hesitate to suggest Benoquin 
for this patient. Also, a dilute solution of potassium 
permanganate may be useful to hide the depig- 
mented areas. I thought it was peculiar that so 
much planing was done when it must have been 
obvious after the first treatment that it was not 
going to be sucessful. Perhaps a more sym- 
metrical effect was obtained by going ahead with 
so many treatments. I think Dr. Domonkos put 
his finger on the important thing. We = should 
confine dermabrasion to the face, with few excep- 
tions: for instance, seborrheic keratoses often 
respond well. The final results of planing for 
acne scars are very good and much better than 
after trichloroacetic acid or carbon dioxide slush. 


Chronic Disseminated Discoid Lupus Erythem- 
atosus. Presented by Dr. GEORGE C. ANDREWS. 


A white housewife, aged 54, was in good health 
until 10 months previous to this writing, when 
she noted a crusted, whitish lesion on the bridge 
of her nose. A biopsy specimen, July, 1957, was 
reported as acanthoma. Lesions appeared on the 
upper lip and chest, and these were treated by 
€lectrodesiccation. These lesions recurred, and 
others developed on the dorsa of the hands. A 


biopsy specimen taken in October, 1957, was re- 
ported as lichen planus. 

In the past the patient has had pleural effusion 
with possible empyema, followed by whooping 
cough and measles with subsequent kidney infec- 
tion. In adult life her health has been good except 
for some hypertension. There is also a history of 
severe sunburn when she is exposed to the rays 
of the sun. 


The lesion involves a good deal of the nose with 
marginal erythema and a thick crust covering 
most of the lesion. The lesions on the left cheek 
and upper lip have involuted since treatment was 
begun. There are sharply circumscribed, erythem- 
atous patches on the sternum and the backs of 
the hands. 


Urinalysis was normal, with porphyrins not 
detected. A blood cell count showed hemoglobin 
14.1 gm. and white blood cells 6,200, with 
neutrophils 53, eosinophils 2, lymphocytes 40, and 
monocytes 5. The platelets numbered 183,000. The 
sedimentation rate was 6 mm. in 1 hour. The 
blood urea nitrogen was 12 mg.; total proteins 
were 6.4 mg., with albumin 4.5 mg. and globulin 
1.9 mg. The nonprotein nitrogen was 25 mg. The 
L. E. test was negative. The VDRL reaction was 
negative. Roentgenograms of the chest showed no 
active pulmonary disease, and the heart shadows 
were not remarkable. 


Treatment has consisted of chloroquine, 250 mg. 
b. i. d, since Dec. 23, and lesions on the nose, 
cheek, upper lip, and parts of the lesions on the 
sternum have had several injections of Meticorte- 
lone suspension. The total amount injected has not 
exceeded 25 mg. at any one time. There has 
been considerable improvement. 


Discussion 


Dr. WiLpert SAcuHs: I should disagree with the 
diagnosis of lupus erythematosus, although there 
is a very strong resemblance. I should like to see 
a biopsy specimen from the back of the hand, 
because the eruption there, with a few lesions from 
the chest, made me think she might possibly end 
up with lichen planus. 


Dr. L. P. BARKER: I think this is a case of lupus 
erythematosus. In this stage they must be watched 
very carefully because they may develop the acute 
disseminated form. 


Dr. A. C. Creottaro: I agree with the diagnosis 
of lupus erythematosus, but I can not understand 
the histologic diagnosis of keratoacanthoma. I 
did not think there was any resemblance histologi- 
cally between lupus erythematosus and keratoacan- 
thoma, although I know the latter bears a strong 
resemblance to squamous-cell epithelioma. | 

Dr. ORLANDO CANIZARES: I agree with the 
diagnosis and should like to ask Dr. Andrews 
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about local injections of Meticortelone and how 
they compare with local injections of chloroquine. 

Dr. M. J. Costetto: I believe the patient had 
local injections of Meticortelone and simultaneous 
internal administration of the antimalarial drugs. 
The lesion on the nose I should consider to be 
the hypertrophic form, which is notoriously hard 
to cure. It is still present. I believe the resolution 
of the erythema surrounding these hypertrophic 
lesions was effected by the antimalarial drugs 
administered. 

Dr. Georce C. ANDREWS: The patient had been 
under the care of a number of dermatologists, and 
the eruption had been misdiagnosed. There were 
two biopsies performed, the pathologist had re- 
ported lichen planus, and the patient had received 
a great deal of x-ray therapy, during which the 
eruption became worse. When I saw the patient 
in consultation I telephoned her dermatologist and 
told him it was a case of lupus erythematosus, 
that I was afraid she was getting a disseminated 
tvpe and thought she ought to be admitted to 
Presbyterian Hospital for a complete medical 
study, including an L. E. test. I think an error 
in the pathologic diagnosis led the dermatologist 
astray. It is fortunate that she has not got a 
positive L. E. test. 


Dr. G. F. MacHaAceK: When a clinician is called 
into consultation, he sees the patient. If you want 
the pathologist’s intelligent decision, you should 
let him see the patient also. It might make a 
big difference. 


Dr. WILBERT SAcHs: Could you possibly get 
the slide diagnosed as lichen planus and let Dr. 
Machacek look at it? 


Dr. GEORGE G. ANDREWS: 


Dr. G. F. MacHacekK: There are instances 
where it may be exceedingly difficult to differentiate 
between lupus erythematosus and lichen planus 
on the basis of the histology alone. 


Dr. A. N. Domonxos: This case was not 
presented as a response to treatment with Meti- 
cortelone, though we have treated a number of 
cases of discoid lupus erythematosus with that 
drug, with a favorable response. One member 
commented that these cases, especially the 
hypertrophic type, are recalcitrant, and in those 
we have used Meticortelone with success. You 
can not expect to get involution with one injection. 
The lesions on the cheek and upper lip which 
did not have crusting have responded to perhaps 
two injections. The one on the face has not re- 
sponded as rapidly. 

Dr. M. J. Costetto: What influence did you 
think the internal medication had? 


I shall try to. 


Dr. A. N. Domonkos: Aralen was given inter- 
nally, 500 mg. daily. The erythema of the hands 
is much less. 
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Pustular Bacterid. Presented by Dr. GEORGE C. 
ANDREWS. 


A business woman, aged 52, has had a pustular 
eruption for the past 10 years, and for the past 
6 years she has been under my care for treatment 
of the hands and feet. During this time her palms 
and soles were intermittently so severely involved 
that she was unable to conduct her business. She 
has had no other eruptions. The lesions of the 
palms amd soles have consisted of small pustules 
with exfoliation and fissures. This patient is a 
diabetic under good control. 


Roentgenograms of the teeth in 1952 showed a 
devitalized lower right cuspid with no periapical 
infection, with incomplete root canal filling. In 
1952, the tonsils were noted to be considerably 
enlarged, with slight inflammation. Repeated ex- 
aminations for fungi during the past six years 
have been negative. Urinalyses have been normal 
with the exception of occasional glycosuria. The 
white blood cell count has been around 14,000, with 
normal differential counts. 

Despite the severe episodes of the disabling 
eruption on the palms and soles, repeated urging 
that she have a tonsillectomy was of no avail until 
Nov. 6, 1957, when the operation was performed. 
Her family physician wrote: “The tonsils were 
hyperplastic and manifested disease. On grasping 
them, pus was expressed. The microscopic ex- 
amination showed chronic tonsillitis. Her skin con- 
dition has improved markedly. My congratulations 
on your diagnosis and correlation of the two con- 
ditions.” | 

There has been a steady improvement of the 
palms and soles since her tonsillectomy, 10 weeks 
ago. 

Dr. WILBERT SAcHs: I should like to see the 
patient again in two months to see if all lesions 
are gone. 

Dr. L. P. Barker: The result of therapy is 
very good so far. There is still a great deal of 
scaling and hyperkeratosis on the soles. If this is 
the same process, and I assume it is, it should also 
clear. 

Dr. A. C. CrpoLtaro: Frankly, I should have 
difficulty in making a diagnosis of anything on 
what I saw tonight. If the patient had come into 
my office, I should have had to consider the diag- 
nosis of psoriasis, or a Trichophyton rubrum in- 
fection. Pustular psoriasis or pustular bacterid 
would not occur to me at present because of the 
complete absence of lesions. I understand the pa- 
tient did have lesions of that type prior to ton- 
sillectomy. 

Dr. M. J. CostELLO: I agree with the diagnosis, 
both from the photographs and from what the 
patient presents tonight. She is not well yet but 
greatly improved. The eruption may take a lon& 
time to disappear. 
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Melanoma (of 30 Years’ Duration?). Presented 
by Dr. Cart T. NELSON. 


A man, aged 59, first noted a black spot on his 
left heel in 1928. This slowly grew but was not 
treated until 1937, when the lesion was removed by 
electrodesiccation and curettage, followed by wide 
local excision. The site healed uneventfully. In 
1947, another “black wart’ was noted on the left 
heel in the area of the previous excision. This was 
again removed surgically. Recurrence of “black 


spots” at the site of excision was again noted in 


1955. Since then, additional pigmented areas have 
appeared in and adjoining the operative site. Dur- 
ing the past year a new, black, warty lesion has 
appeared at the anterior margin of the left heel. 


The left heel shows a large operative scar, 
studded with several darkly pigmented areas. The 
anterior portion shows a single warty melanotic 
lesion, 2 cm. in diameter. No popliteal or inguinal 
nodes are palpable. The physical examination is 
otherwise not remarkable. The skin is clear else- 
where. 

The urinalysis was reportedly normal, with no 
melanuria. Biopsy of the lesion removed in 1937 
was reported as melanoma. Biopsy of the lesion 
excised in 1947 was reported as malignant freckle. 


There has been no recent treatment. Amputation 
of the left leg at midcalf has been advised. 


Discussion 


Dr. A. N. Domonkos (by invitation) : The very 
impressive feature of this case is the fact that it 
has been of so long duration—at least 30 years. 
I understand that biopsy reports twenty and ten 
years ago were all of melanoma, with a possibility 
of melanotic freckle. These lesions do not appear 
to be as sharply outlined as you would expect in 
satellite lesions of melanoma, and in spite of the 
fact that one must accept the diagnosis, I think 
conservative treatment would be indicated. On 
the basis of the thirty years’ duration, I should 
hesitate to advocate amputation of that foot. 


Dr. Cart T. Netson: I should like you to take 
into consideration, in considering the type of 
therapy, the fact that this man is a barber and 
must stand many hours each day. There is con- 
siderable doubt on the part of the surgeon that 
enough of the heel would be left after wide local 
excision to give a functioning foot. 


Dr. A. C. Creotcaro: I feel as Dr. Domonkos 
does. If it is a melanoma it is progressing ex- 
tremely slowly. He may live 10 or 20 years longer 
it it doesn’t metastasize. I should be very much 
inclined to recommend a conservative operation to 
remove the soft tissues about the foot and graft 
the area. His own foot would be much more com- 
fortable and useful than an artificial limb. 


Dr. FRANK E. CormMiIA: I wonder whether it 
could fall into the classification of Hutchinson’s 
melanotic freckle and so be of relatively low malig- 
nancy ? 

Dr. OrLANDO CANIzARES: I agree with Dr. 
Cipollaro; I think it should be excised, 

Dr. M. J. Costetto: I think this lesion repre- 
sents lentigo maligna; one area is exceedingly 
black, shading down to yellowish red. The fact 
that it has been present 30 years shows that it is 
at least slowly progressive. I should be inclined 
to do nothing about it or should certainly be con- 
servative in the surgical approach. The last thing 
I should advise would be amputation of the leg. 

Dr. Greorce C. ANprews: I think it started as 
a lentigo maligna, of a very low grade of malig- 
nancy, and I believe local destruction would be 
ample treatment. However, I would prefer, in this 
case, on the basis of others I have cured, to use 
electrocoagulation for the reason that if you get 
a recurrence after electrocoagulation you can see 
it. It will come back as a lump or a black spot. 
However, if you hide it with a graft you could 
not see it early. That procedure would also give 
a superior result as far as mobility, absence from 
work, ability to stand on the feet, etc. are con- 
cerned. You get a better result from wide and 
deep thorough electrocoagulation than you get from 
excision and grafting. This is an unusual case, 
and I offer an unusual type of treatment for it, 
but one that I have used successfully for lentigo 
maligna on the shoulder, face, and other areas. 

Dr. G. F. MacHacexk: The first section is un- 
doubtedly melanoma; the second is more superficial. 
However, since that was taken, there has been 
infiltration, That area has been operated on. This 
illustrates the fact that you cannot foretell the 
biologic activity by the morphology alone. What 
to do is a grave decision, and it should be put up 
to the patient. I should be in favor of amputation 
and perhaps excision of inguinal lymph nodes. 


Dr. Grorce M. Lewis: Because of the age of 
the patient and the protracted course, I should 
favor conservative therapy. I should advise the 
patient to refuse an amputation. The surgeons 
would then find a method to excise that area and 
fill the defect with a full-thickness graft. 

Dr. JoHN C. GRAHAM: This man is 59. His 
last recurrence took 10 years. I should go to Dr. 
Andrews and have his method of treatment, which 
I agree with 100%, and I should not have a skin 
graft. If you have a graft and get a recurrence 
you do not know it is there. The form of treatment 
is not necessarily curative, but I think it is so far 
superior to the possibility of getting a recurrence 
with an amputation that I can’t see that at all. 

Dr. WILBeRT Sacus: If this patient came into 
my office as he is tonight, I should be very de- 
pressed. It would comfort me to know the history. 
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If there was any question of nevocarcinoma in 
the early slide, the man would have been dead if 
it had not been well removed. I saw no nevus cells 
tonight, but before I would do anything heroic 
I should want a few more biopsy specimens. No 
matter what is done I think it should be con- 
servative, and certainly no amputation should be 
performed, if that second slide is representative 
of what he has now. 

Dr. Jonn C. GRAHAM: Why multiple biopsies? 
Why not all at one time? 

Dr. Wipert Sacus: I do not think there would 
be any harm in taking two or three sections, If 
they show nevocarcinoma, nothing is going to save 
him. Could you, Dr. Machacek, see any active cells 
in that second section? 

Dr. G. F. Macwacek: I think so, but super- 
ficially, and it was taken some time ago. 


Dr. Cart T. Netson: As I interpret the re- 
marks, the members, with one exception, oppose 
midcalf amputation. I think it is surprising that 
this group votes, with one exception, for treatment 
by local excision. The sections have been studied 
by several competent pathologists, and they agree 
that we are dealing with malignant melanoma, The 
disease has gone on for 30 years, and the patient is 
fortunately still alive. The suggestion now is that 
he should be treated in the same way that has 
failed on two previous occasions. I am particularly 
concerned because I think the surgeon can be 
persuaded to do just that, even though he feels that 
the man will have no functioning heel to stand on. 
From a mechanical point of view, midcalf amputa- 
tion would seem to be the conservative treatment. 


Dr. A. C. Creottaro: How many of us have 
watched for years cases identical to this one? I 
have followed at least a dozen of them. I should 
do what I have recommended here—conservative 
surgery, because there are melanomas that do not 
kill. This one has not killed him in 30 years. 


Dr. Georce M. Lewis: I don’t agree that pre- 
vious treatment has failed. The patient is alive. 
I also feel strongly that the patient should be 
protected in that he does not realize how serious 
a disability an amputation would be. I should not 
want my own leg off under the circumstances. 


Eosinophilic Granuloma. Presented by Dr. GEORGE 

C. ANDREWS. 

A banker, aged 56, has had a solitary nodule on 
the left cheek for several months. His past history 
includes appendicitis, lobar pneumonia, and coro- 
nary thrombosis, all of which occurred within 
three weeks. There is no history of drug ingestion. 

On the left malar region there is a plum-colored 
lesion, somewhat rubbery in consistency, 2 cm. in 
diameter, which has involuted considerably within 
the past month since roentgen therapy has been 
started. 
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The hemoglobin was 100%; red blood cells, 
4,500,00, and white blood cells, 12,500, with poly- 
morphonuclear leukocytes 61, lymphocytes 32, 
eosinophils 1, basophils 1, and monocytes 1. The 
platelet count was 270,000. 

Biopsy showed a somewhat attenuated epidermis, 
with several dilated follicles. The cutis was edema- 
tous, its dilated vessels surrounded by a striking 
infiltration of mononuclear leukocytes, among 
which were many eosinophilic cells. There was 
also evidence of a polymorphonuclear leukocytic 
infiltration. The lesion was not a sarcoid, nor was 
there any evidence of epithelioma. Diagnosis: 
Eosinophilic granuloma? Leukoblastoma ? 


The lesion was treated by x-ray therapy, 100 r at 
100 kv., unfiltered, at weekly intervals for a total 
of 200 r. It has greatly improved. 


Discussion 


Dr. A. C. CipoLt_aro: The cutaneous lesions have 
involuted to a degree where I can not make a diag- 
nosis, and from the response to x-ray therapy and 
from what I see, I should interpret this as having 
been a Spiegler-Fendt sarcoid. 


Dr. FRANK E. CormiaA: The pathologic findings 
in eosinophilic granuloma are more pleomorphic, 
while those of Spiegler-Fendt sarcoid are more uni- 
form. I agree with the diagnosis and think the 
result of treatment is good. 


Dr. Georce M. Lewis: In a patient we presented 
many years ago there was an associated Tricho- 
phyton rubrum infection. Control of the fungous 
infection has been synonymous with freedom from 
tumors. This probably was purely coincidental. 
However, I wondered whether Dr. Andrews has 
examined this patient’s feet or would with that 
specifically in mind. 

Dr. WILBERT SAcHsS: I do not know what to 
call some of these isolated lesions occurring on 
the face or over the sternum. Microscopically, 
they frequently look like lymphoblastomas—what 
some call lymphocytomas. In some cases they are 
called eosinophilic granulomas. At times we have 
suggested comparatively small doses of radiation, 
and in each case the lesion disappeared. I do not 
think such a lesion is uncommon, but just what to 
call it I do not know. I do not think it is a 
lymphoblastoma, and I do not think it is an eosino- 
philic granuloma. I believe it is an entity that 
occurs on the face and sternum. 

Dr. J. Lowry MILter: Within the month I have 
had a patient with an arcuate lesion very similar 
to this one, of six months’ duration. I did a biopsy 
and suggested the diagnoses of T. rubrum infection, 
lymphoblastoma, and sarcoid. Dr. Machacek looked 
very carefully, and he ruled out sarcoid and sug- 
gested possible lupus erythematosus. I gave à 
fractional dose of x-rays, 75 r, and was wondering 


SOCIETY TRANSACTIONS 


what to do next. The patient came back the next 
week with the lesion about 60% gone. I gave 
another dose, and now you cannot see the lesion. 
Did he have a lymphoblastoma, or what? 

Dr. Greorce C. AnprEws: The future of this 
patient will give the answer. 


(Note: A search was made for T. rubrum, and 
the organism was found in material from the feet, 
although it could not be grown from the lesion 
itself.) 


Multiple Phleboliths (Calcinosis?) 
GEORGE C. ANDREWS. 


Presented by Dr. 
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Announcements 


First Annual Nelson Paul Anderson Prize Essay Contest.—The Los Angeles Derma- 
tological Society, Inc., has established a Nelson Paul Anderson Memorial Fund which 
offers a $500 cash award annually for a minimum of five years for a winning essay to be 
read by the essayist at the annual meeting of the Pacific Dermatological Association. 
The Pacific Dermatological Association will pay the basic expenses (transportation, 
room, and board) of the winning essayist to, at, and from the meeting. 

The essays eligible for this contest will report original work, not previously published, 
formally presented or previously prize-winning, relative to some fundamental aspect of 
dermatology. 

The essays will be judged on the following considerations: (a) originality of ideas, 
(b) potential importance of the work, (c) experimental methods and use of controls, (d) eval- 
uation of results, and (e) clarity of presentation. 

The essays should be submitted under a “nom de plume,” with no information any- 
where in the paper which might lead to the recognition by the judges of the institution 
or clinic at which the work was done. The essay with “nom de plume” should be 
accompanied by a plain sealed envelope enclosing the name and address of the author; 
this envelope will not be opened until the judging is complete. 

The contest shall be open only to physicians engaged in the study or practice of 
dermatology who are working within the geographical limits encompassed by the Pacific 
Dermatological Association. 

The essays will be judged by a committee of five judges, appointed by the Executive 
Council of the Pacific Dermatological Association, and all entries should be in the 
hands of Louis H. Winer, M.D., 9915 Santa Menica Blvd., Beverly Hills, Calif., in 
quintuplicate (all copies clearly legible, of course) before May 1, 1959. The winner will 
be notified by Aug. 1, 1959; the 1959 meeting of the Pacific Dermatological Association 
will be held at the La Playa Hotel, Carmel-by-the-Sea, Calif., Sept. 9 to 13, 1959. 
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The Treatment of Dermatomycoses with Orally 


Administered Griseofulvin 


HARVEY BLANK, M.D., and FRANK J. ROTH Jr., Ph.D., Miami, Fla. 
With the Assistance of William W. Bruce, M.D.; Marvin F. Engel, M.D.; J. Graham Smith Jr., M.D., 


and Nardo Zaias, M.D. 


The systemic treatment of superficial 
fungus infections in man at last seems a 
near reality. Although the polyene anti- 
biotics derived from streptomyces were a 
significant advance in antifungal chemo- 
therapy against the yeast-like fungi, they 
failed to influence the common dermato- 
mycoses. Recent studies demonstrating the 
influence of serum factors in superficial 
fungous infections illustrated the impor- 
tance of blood-borne substances in confining 
cutaneous invasion by dermatophytes.*’’® 
Gentles’ recent report of the successful 
oral treatment of Trichophyton and 
Microsporum infections in guinea pigs with 
griseofulvin, a product of several penicillia, 
was a great step forward.’ Subsequently, 
Lauder and O'Sullivan found it effective 
by mouth in calves with Trichophyton 
verrucosum infections.1' Our paper is a 
preliminary report of observations on the 
effectiveness of oral griseofulvin therapy in 
man. 

Submitted for publication Dec. 31, 1958. 

Presented at the American Academy of Derma- 
tology & Syphilology, Chicago, Dec. 6-11, 1958. 

From the Division of Dermatology, Department 
of Medicine, University of Miami School of Medi- 
cine, Miami, Fla., and the Veterans Administration 
Hospital, Coral Gables, Fla. 

This study was supported in part by U. S. 
Army Contract No. DA-49-007-MD-731 and by 


grants from the Hazen-Brown Fund of Research 


Corporation and from the National Institutes of 
Health, PHS No. E-1546. 


Griseofulvin is a colorless, neutral, ther- 
mostable antibiotic isolated from Penicil- 
lium griseofulvin by Oxford, Raistrick, and 
Simonet,'* in 1939. Interest in the sub- 
stance was revived when Brian and 
co-workers,?® in 1945-1946, isolated a 
“curling factor” from cultures of Penicil- 
lium  janezewski, which Grove and 
McGowan ° later demonstrated to be identi- 
cal with griseofulvin. In a series of publi- 
cations,*:% 9:19.16 the chemical structure of 
the substance was established and its 
activity against a number of fungi reported. 
Griseofulvin appeared to be most useful 
against infections in plants, in which it also 
shows systemic antifungal activity and was 
particularly effective for botrytis infections 
of lettuce and alternaria blight of tomatoes.® 


Clinical Observations 


The present study was initiated, follow- 
ing Gentles’ paper, by treating a desperate 
and unique case of widespread cutaneous 
Trichophyton rubrum granulomas (to be 
reported in detail elsewhere) with griseo- 
fulvin.* Studies in their laboratories 
suggested that the drug had a low toxicity 
after oral administration. On a daily dose 
of 5.0 gm. of griseofulvin our patient 


showed a prompt response, with healing of 


* Supplied by Drs. H. M. Walker and A. F. 
Campbell, of Glaxo Laboratories, England. 
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Fig. 1 (Patient 1)—T. 

oral griseofulvin 5 gm. per day. 

the granulomas and subsidence of con- 
comitant circinate tinea lesions (Fig. 1). 
Later it was noted that normal nail growth 
was replacing the distal diseased portion 
(Fig. 2). He failed to show any adverse 
clinical or laboratory signs; therefore, the 
drug was used in other patients under hos- 
pital supervision and eventually in out- 
patients. Dr. 
indicated that in recent work he had found 


In correspondence, Gentles 
15 mg. per kilogram curative in guinea pigs. 
We subsequently reduced the dose for most 
patients to 2.0 gm. and later to 1.0 gm. 
a day, given as 250 mg. tablets four times 
a day. 

The 


patients who have been followed sufficiently 


results of our observations on 31 


long to allow for a conclusion are summar- 


Fig. 2 (Patient 1).—T. rubrum infection of fingernails. A, 
weeks of oral treatment. 
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rubrum infection of leg. 
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A, before, and B, after three weeks of 
He also had deep granulomatous lesions elsewhere. 


ized in Table 1. In this Table, the major 
body areas of involvement and the etiologic 
agents isolated are indicated as well as the 
duration of the disease before griseofulvin 
was given, In many cases, particularly the 
recent ones, a single dosage level of 1.0 gm. 
was used; in two cases a dose of 4.0 or 
5.0 gm. was given for one month and then 
changed as indicated. The “time to clear” 
column indicates clinical involution of active 
lesions, In most cases repeated mycologic 
examinations at 72-hour intervals produced 
negative cultures in one to two weeks or less 
and a negative direct KOH preparation in 
about two weeks. Cultures of hairs and 
nails remained positive until the abnormal 
infected material was naturally or mechani- 


cally removed. The duration of post-treat- 


after 7 weeks, B, after 12 
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TABLE 1.—Clinical Results of Oral Griseofulvin Therapy—Continued 
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of Post- 
Treatment 


Duration of 


Follow-Up, 


Time to 
Clear, Wk, 


Daily Treatment, 


Dose, Gm. 


Duration of 


Disease, Yr. 


Location 
of Lesions 


Comments 


Wk. 


Wr. 


Organism 


Age Race Sex 


Patient 


Shaved scalp at 18 days 
Later cleared with in- 


3 

l 

1 

4 

2 

2 
Failure 


14 da. 


4-5 


9 da 
6 da. 
1 mo 
4wk. 
15 mo. 
2 


M. audouini 

M. canis 

M. canis 

M. canis 

M. canis 
floccosum 

Blastom ycosis 


E. 


Scalp 
Trunk 
Trunk 
Scalp 
Body 
Groin 
Face 


M 
M 
M 
M 
F 

M 
M 


ZBERE 


24 
21 
45 


22 
23 
24 
25 
26 
27 
28 


travenous Amphoter- 


icin B 


Failure 
Failure 
Failure 


5 
4 mo. 


M. furfur 
M. furfur 


Body 
Face 


M 
M 


Body M. furfur 


27 


31 


4, M. A. ARCHIVES OF DERMATOLOGY 


ment follow-up indicates the period of 
observation after clinical clearing and after 
discontinuing further therapy. The only 
relapse, if it can be called that, appeared in 
the patient with the granulomas. He 
developed a single peculiarly resistant 3 cm. 
scaling area of ringworm, with repeated 
positive cultures on the forearm. Nails 
and ringworm elsewhere have remained in 
complete remission during four months of 
continuous therapy. 

Most of the patients have been carefully 
photographed to facilitate objective assess- 
ment of clinical improvement. The several 
figures illustrate characteristic types of 
response which have been observed. 


Toxicity and Adverse Reactions 


Studies of the formed elements and 
chemical constituents of blood, including 
procedures measuring liver and kidney 
function, urinalyses, etc., have continued to 
confirm our early observations that oral 
griseofulvin is a drug of low toxicity in 
man. 

The adverse reactions observed include 
one case of a possible urticaria-like drug 
eruption after five weeks of continuous ther- 
apy with 2.0 gm. of griseofulvin a day, 
which subsided when the drug was stopped. 
It is of interest that several patients with a 
history of penicillin sensitivity failed to 
develop reactions to griseofulvin. One pa- 
tient was given an injection of penicillin 
after two weeks of griseofulvin and devel- 
oped urticaria, which subsided in several 
days even though the griseofulvin was con- 
tinued. Several patients have noted mild 
abdominal distress and several others, head- 
aches, which subsided with continuing 
administration of the drug. 

During the present study it was reported 
that griseofulvin when given in sublethal 
doses intravenously or intraperitoneally to 
rats caused arrest of mitosis of rapidly 
dividing cells of the intestine, testes, and 
bone marrow.'* Although such effects in 
animals are not seen on oral administration 
of doses far in excess of therapeutically 
effective amounts (unpublished observa- 
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Fig. 3 (Patient 9) —T. 
ment. B, after two weeks 


tions of Glaxo Laboratories), it was felt 
necessary to look for any evidence of such 
action in man. The more detailed results of 
the laboratory studies in our patients will 
be presented at a later time. Suffice it to 
say that no evidence of an antimitotic effect 
has been seen. One of the most significant 
observations was made by our consultant 
hematologist, Dr. Ulfar Jonsson, who per- 
formed counts of the number of mitoses in 
the bone marrows of five patients who were 
treated for extended periods with doses in 
excess of those which are likely to be used 
in future patients. These results are given 
in Table 2 and show no significant change 


Blank 


Roth 











rubrum infection of trunk of 12 years’ duration. A, before treat- 
of oral griseofulvin, 1.0 gm. per day. 


in the karyokinetic index in either the white 
or red blood cell series. 


In Vitro Observations 

Preliminary studies, which will be pub- 
lished in greater detail elsewhere,’* have 
confirmed the exquisite sensitivity to griseo- 
fulvin of the dermatophytic fungi. The 
following organisms are completely in- 
hibited for 72 hours by 0.2yg.-0.4ug. of 
griseofulvin milliliter: Microsporum 
canis, Microsporum gypseum, Microsporum 
audouini, Epidermophyton floccosum, 
Trichophyton tonsurans, Trichophyton 
mentagrophytes, Trichophyton megnini, and 


per 


Fig. 4 (Patient 3).— 
T. rubrum infection of 
right hand of two years’ 
duration. A, before 
treatment. B, after oral 
griseofulvin, one week of 
2.0 gm. per day and one 
week of 1.0 gm. per day. 
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Fig. 5 (Patient 4).—T. rubrum of buttocks of two years’ duration. 
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A and C, before treat- 


ment. C and D, close-ups of the upper left border of the lesion. B and D, after two weeks 


of oral griseofulvin, 2.0 gm. per day. 


Trichophyton gallinae. T. rubrum is most 
sensitive, 0.14ug.-0.184g. per milliliter being 
sufficient to cause complete inhibition. It 
is important to note that in concentrations 
likely to be achieved in man, griseofulvin 
is fungistatic rather than fungicidal. 
Fungous pellets suspended in griseofulvin- 
containing broth for as long as 14 days and 
washed thoroughly produced normal colo- 
nies when plated on antibiotic-free media. 
The development of resistance to the drug 
by the dermatophytes has not been en- 
countered. The following organisms were 
found insensitive to 30ug. per milliliter: 
Candida albicans, Cryptococcus neoformans, 
schenkit, 


Sporotrichum Hormodendron 
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compactum, Phialophora verrucosa, Blasto- 
myces dermatitidis, Blastomyces brasiliense, 
and Histoplasma capsulatum. 

Direct bioassay '° of the urine from six 
present tor a few weeks or months. 
of more than 50% of orally administered 
griseofulvin. A assay of serum 
known to contain the drug, however, failed 
to demonstrate antibiotic activity. These 
results indicate that some type of extraction 


similar 


procedure is required for accurate deter- 
minations of blood levels. 


Summary and Provisional Conclusions 
Mycoses caused by various species of 
dermatophytes show a uniformly favorable 
response to oral therapy with griseofulvin. 
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Fig. 6 (Patient 20). — 
T. tonsurans of the scalp 
of 60 years’ duration. Á, 
before treatment, showing 
multiple inflammatory 
papules with infected 
“black dots” of hair stubs 
and scaling. B, after five 
weeks of oral griseoful- 
vin, 2 gm. per day, the 
process has cleared, and 
a number of new growing 
short hairs can be 


seen. 
The two black dots re- 
maining contained only 


noninfectious debris. 








TABLE 2.—Bone Marrow-Karyokinetic Indices * 





Pretreat. Repeat 
Patient Level, % Exam., % 

1 Whe 0.6 1.0 
Rbe 1.3 1.0 

2 Whe 0.3 0.6 
Rbe 1.6 1.3 

3 Whe = 0.3 
Rhe — 2.0 

4 W be -= 0.3 
Rbe — 2.3 

5 W be — 0 
Rbe — 1.3 


Duration 
of Treat. 
at Time 
of Repeat, 
Days 


30 


Dosage, 
Gm/Day 


5-1] 


to 





* Normal range: Whe series, 0.1 %-1 %; Rbe series, 1.0%-4.6% 


Blank—Roth 


Infections of long duration, up to 60 
years, seem to respond as readily as those 
patients indicated excretion by this route 

Infections caused by Candida albicans, 
Malassezia furfur, and Blastomycosis der- 
matitidis do not seem to respond to this 
therapy. 

Tinea corporis is usually cleared in one to 
two weeks; itching usually ceases in three 
to five days. 

Tinea pedis is improved in one to two 
weeks but may require three to four weeks 
or longer to clear. 

Tinea capitis improves in two to three 
but 
treatment. 


weeks may require more prolonged 
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Onychomycosis requires three to four 
months to clear, but new normal nail growth 
is seen earlier. The optimum duration of 
therapy is not known. 

Cultures of epithelial lesions often be- 
come negative in one week. Direct KOH 
examinations may be positive for an addi- 
tional week or more. 

Infected nails and hair appear to contain 
viable fungi until the involved portions are 
replaced by healthy new growth. 

Although toxic reactions appear to be 
minimal in therapeutic doses in man, the 
animal data indicate that repeated peripheral 
blood cell counts at least should be per- 
formed during a course of prolonged 
therapy. 

One patient developed an urticaria-like 
drug eruption after six weeks of continuous 
therapy, and others have had mild self- 
limited complaints of gastrointestinal dis- 
tress and headache. 

A daily dose of 1.0 gm. seems to be 
adequate, although the minimum effective 
dose and the optimum dose have not been 
established for all types of infection. 

The duration of treatment required prob- 
ably will vary, apparently depending on the 
time required for normal replacement of the 
infected tissues. 

Likelihood of relapse or recurrence of 


infection is as yet not known. 

Drs. John Hicks and Meyer Yanowitz supplied 
data on several patients in the series; Dr. Burton 
F. Barney referred Patient 1 to us; Mr. William 
Atkinson and his staff did the photographic work, 
and Dr. G. Hildick-Smith, of Johnson & Johnson, 
provided recent supplies of griseofulvin (Griful- 
vin). 

Universitv of Miami School of Medicine, Jack- 
son Memorial Hospital, (36). 
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Some Practical Aspects of the Diagnosis and 


Management of Shoe Dermatitis 


A. A. FISHER, M.D., Woodside, Long Island, N. Y. 


The diagnosis of shoe dermatitis depends 
on the history, the clinical picture, positive 
patch-test reactions to shoe material, and 
the patient’s ability to wear proper substitute 
shoes without dermatitis. The management 
of a case of shoe dermatitis does not end 
with the diagnosis and the treatment of an 
existing dermatitis. The patient must be 
informed how he can obtain acceptable 
shoes which are free from the specific 
materials to which he is sensitive, since, 
otherwise, the patient is doomed to frequent 
recurrences of the dermatitis or to the 
wearing of such poor substitutes as canvas 
shoes. 

In this paper I am presenting the ma- 
terials for “screening” patch-tests in pa- 
tients with suspected shoe dermatitis and 
the names and addresses of shoe manu- 
facturers and dealers where patients may 
obtain shoes which are free from certain 
specific sensitizers. 

We have found that the use of the 
“screening” patch-testing tray has facilitated 
the diagnosis of allergic contact dermatitis 
due to materials It has often 
obviated the need for the time-consuming 
and tedious dissection of shoes to obtain 
materials for patch-testing. However, where 


in shoes. 


the clinical picture strongly suggests shoe 
dermatitis and the patient does not react 
to any of the materials in the “screening” 
tray, it may be necessary to patch-test with 
the actual materials in the suspected shoe. 


Submitted for publication July 11, 1958. 

From the Department of Dermatology and 
Syphilology of the New York University Post- 
Graduate , Medical School (Dr. Marion B. Sulz- 


e *berger, Chairman) and the Skin and Cancer Unit 


of the New York University Hospital. 


The materials which we have used for a 
“screening” patch-testing shoe tray are as 
follows. 

1. Rubber thermoplastic box-toe material. The 
Shoe Factory Buyer’s Guide, published by Shoe 
Trades Publishing Company, 683 Atlantic Ave., 
Boston, lists under “Thermoplastic Material” the 
companies in various communities where one can 
obtain this material. When writing for this mate- 
rial, indicate that you wish the rubber thermo- 
plastic material which is used in box toes. 
Furthermore, one can obtain this material from 
the box toes of most inexpensive oxford shoes. 
The thermoplastic material is cut into 1 in. squares 
and moistened with a little water and applied in the 
usual patch-test fashion. 


2.1% monobenzyl ether of hydroquinone in 
petrolatum. 

3. 1% 2-mercaptobenzothiazole in petrolatum. 

4. 1% tetramethylthiuram monosulfide in petrola- 
tum. 


5. 0.25% potassium dichromate in aqueous solu- 
tion. 


6. 2% paraphenylenediamine in petrolatum. 

7. 5% nickel sulfate in aqueous solution. 

The 1% monobenzyl ether of hydro- 
quinone and the 2-mercaptobenzothiazole 
may be obtained from the Eastman Organic 
Chemicals Department, Distillation Products 
Industries, Division of Eastman Kodak 
Company, Rochester 3, N. Y. These ma- 
terials should be triturated to a very fine 
powder and gradually added to the petro- 
latum. The tetramethylthiuram monosulfide, 
the potassium dichromate, the paraphenyl- 
enediamine, and nickel sulfate may be 
obtained from the Fisher Scientific Com- 
pany, 633 Greenwich St., New York. The 
tetramethylthiuram monosulfide is prepared 
like the monobenzyl ether of hydroquinone 
and the mercaptobenzothiazole. The potas- 
sium dichromate and the nickel sulfate 
crystals readily dissolve in water. The 
paraphenylenediamine is triturated to a fine 
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powder and gradually added to the petro- 
latum. 

The rubber thermoplastic box-toe ma- 
terial, which is listed first above, is the box 
toe found in most of the less expensive 
oxford types of men’s, women’s, and 
children’s shoes. The basic material in this 
box toe is composed of scrap rubber, such 
as old tires and girdles. To the rubber is 
added felt, turpentine resin, rosin, styrene, 
asphalt, and Carbowax. To this complex 
are added rubber antioxidants and ac- 
celerators, and the mixture is heated to 360 
F. The finished thermoplastic rubber box 
toe has the advantage of being inexpensive. 
However, it is brittle, adheres poorly, and 
has a low softening point, so that it will 
soften in very hot weather and cannot be 
used in the tropics. 


We have been able to confirm Shatin and 
Keisch’s ? conclusion that the rubber thermo- 
plastic box-toe material is one of the com- 
monest causes of shoe dermatitis and that 
the rubber portion is the main sensitizer. 
However, it must be emphasized that a 
negative patch-test reaction to this material 
does not necessarily exonerate it from being 
the cause of a shoe dermatitis, since the 
friction, the maceration, and the leaching 
effect of sweat in actual use are not dupli- 
cated in the standard patch test. A derma- 
titis beginning on the dorsum of the toes, 
especially the first toe, in a patient who has 
worn an oxford type shoe with a firm box 
toe, should be considered as being caused 
by the rubber in the box toe unless proved 
otherwise, 

More than one-half of our patients who 
showed positive patch-test reactions to the 
rubber thermoplastic box toe also reacted 
to one or more rubber “additives,” such as 
the antioxidant, monobenzyl ether of hydro- 
quinone, or accelerators, such as 2-mercapto- 
benzothiazole or tetramethylthiuram mono- 
sulfide. The significance of these findings 
will be discussed later when we analyze the 
role of rubber additives in shoe dermatitis. 

After it has been established that the 
rubber thermoplastic box toe is the cause 
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of the dermatitis, the patient should be in- 
structed how to obtain shoes with box toes 
which do not contain rubber. One of such 
readily available and satisfactory box toes 
is that composed of Celastic material, The 
Celastic box toe consists of cotton flannel 
impregnated with pyroxylin. Pyroxylin is 
a cellulose nitrate. Much of this cellulose 
nitrate is obtained from discarded eye-glass 
frames. An inorganic fire retardant, a mold 
retardant, and a special solvent are the 
added ingredients of the Celastic box toe. 

The solvent, the composition of which is 
a trade secret, “activates” the pyroxylin and 
cements the lining and leather completely, 
making a single unit in the box of the shoe. 
Thus, no rubber cement is used in the 
Celastic box toe. 

The material in the Celastic box toe has 
not been shown to have caused sensitization 
of the skin, is not friable, has excellent 
adherence, withstands high temperatures, 
and retains its shape even in the tropics. 
However, it is more expensive than the 
rubber thermoplastic material. 

Celastic box toe is manufactured by 
Celastic Corporation, 626 Schuyler Ave., 
Arlington, N. J., and is distributed by the 
United Shoe Machinery Company, 140 
Federal St., Boston. 

Some of the retail stores where shoes with 
Celastic box toe may be obtained are listed. 
The patient should be given a letter stating 
that shoes with Celastic box toe are re- 
quired. Such a letter should be given to the 
manager of the store, rather than a sales- 
man, who may not be familiar with the 
structure of the shoes for sale. 

Retailer 
Johnson & Murphy 
French, Shriner & Urner 
Stacy-Adams 
I. Miller 
Newton, Elkin 
Pandore 


Gerberich-Payne (Boys) 
Little Yankee 


If the retail shops listed are not acces- 
sible, such shoes may be obtained from Tru- 
Form Shoe, 5550 Broadway, New York 63, 
which will ship anywhere shoes that do not 


Men’s 


Women’s 


Children’s 
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contain rubber thermoplastic box toes. 
These shoes do not necessarily contain the 
specific Celastic box toes but have a similar 
box toe made of flannel and impregnated 
with pyroxylin and have proved to be satis- 
factory in our patients with shoe dermatitis 
due to rubber thermoplastic box toes. 

Manufacturers of shoes, some of which 
contain box toes either made of Celastic 
material or similar box toes which do not 
contain rubber thermoplastic material are 
listed. On request these manufacturers will 
inform physicians where such shoes may be 
obtained. 

Children’s Shoes with Celastic Box Toe 

Walk-In Shoe Co., 

Parkway & Columbia Sts., 

Schuylkill Haven, Pa. 

(Throughout U. S. A., Alaska, Cuba, Hawaii) 

Women’s Shoes with Celastic Box Toe 

Miller Shoe Co., 

4015 Cherry St., 

Cincinnati 23. 

(Caution: Used only in certain styles; some 
styles contain thermoplastic rubber materials. 
Specify Celastic box toe. Some shoes contain 
box toes of cellophane and cloth which, like 
Celastic, are satisfactory substitutes for rub- 
ber thermoplastic box toes.) 

Men’s Shoes Without Thermoplastic Box Toe 

Brockton Boot & Shoe Co., 

233 Clinton St., 

Brockton 69, Mass. 

(Use pyroxylin or polyethylene box toe occa- 
sionally which are satisfactory substitutes. 
Specify shoes without thermoplastic rubber 
box toe.) 

It should be pointed out that many pa- 
tients with rubber-box-toe sensitivity may 
obtain relief by wearing soft-toed shoes, or 
shoes with uppers made of canvas, various 
cloths, plastics, and nylon mesh, especially 
if such shoes are unlined. The linings of 
many shoes are bound with rubber cement. 
The rubber cement and the rubber thermo- 
plastic box-toe materials may have certain 
sensitizers in common. 


Role of Rubber Sensitivity in Shoe 
Dermatitis 


Even leather shoes contain rubber, both 
* în the thermoplastic box toe and in the form 
of various rubber adhesives. Gaul and 
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Underwood ? indicated that adhesive ma- 
terials in shoes were one of the primary 
causes of allergic contact dermatitis. Blank 
and Miller ë emphasized that the most fre- 
quently observed allergen of shoe dermatitis 
was an antioxidant, such as monobenzyl 
ether of hydroquinone, or an accelerator, 
such as 2-mercaptobenzothiazole, used in 
rubber adhesives in the shoes. Gaul * 
showed that routine patch testing with 
rubber chemicals (antioxidants and ac- 
celerators) is an accurate method for de- 
tecting rubber sensitivity and that most of 
the positive tests were found in patients 
suffering with a dermatitis of the hands 
and/or feet. 


As we have indicated previously, more 
than one-half of our patients with shoe 
dermatitis due to rubber thermoplastic box 
toes showed a positive reaction to one or 
more rubber additives. Our screening shoe 
tray contains the antioxidant, monobenzyl 
ether of hydroquinone, and two accelerators, 
mercaptobenzothiazole and tetramethyl- 
thiuram monosulfide. Although there are a 
great many other rubber additives in actual 
use, we have been able to confirm the im- 
pression of Blank and Miller that these 
three rubber compounds, which we have 
employed in our “screening tray,” are, at 
present, the commonest causes of shoe 
dermatitis due to rubber, whether in thermo- 
plastic box toes or in the rubber cement. 


We have recently made the observation 
that many of our patients with shoe derma- 
titis were also allergic to adhesive tape. 
Sidi and Hincky have shown that resins, 
turpentine, and rubber are the commonest 
causes of allergic adhesive-tape sensitivity. 
The conventional adhesive tape is “rubber- 
ized” and contains various antioxidants and 
accelerators which have been added to the 
rubber. In practically all our cases of shoe 
dermatitis due to rubber which had coin- 
cident adhesive-tape dermatitis there was 
allergic sensitivity to one or more rubber 
additives. 


In one patient with dermatitis of the heel 
due to rubber cement in the heel pad, the 
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use of Le Page fish glue as a substitute 
adhesive proved satisfactory. In shoe 
dermatitis due to a rubber midsole, use of 
felt inner soles to prevent contact with the 
soles of the feet has prevented further 
dermatitis. In the anterior portion on the 
dorsum of the foot the Celastic box toe will 
prevent rubber dermatitis. The rare derma- 
titis on the instep due to rubber-cement 
sensitivity can be cured by wearing unlined 
moccasins or unlined cloth or plastic shoes. 

We agree with Shatin and Reisch that, 
while rubber cements are found in various 
parts of the shoes, in actual practice these 
are not nearly as important as is the rubber 
in the thermoplastic box toe in causing 
dermatitis. 

In the management of chronic or licheni- 
fied shoe dermatitis, the wearing of “non- 
allergic” shoes alone and the use of bland 
medication will not necessarily cure the 
dermatitis. Friction, sweating, and the habit 
of scratching may prolong the dermatitis. 
Frequently a superimposed “neuroderma- 
titis” has to be treated. Treatment with tar 
and/or roentgen rays may be necessary to 
clear the shoe dermatitis. 


Role of Chromates in Leather-Shoe 
Dermatitis 

It will be noted that the fifth item in our 
“screening” tray is 0.25% potassium dichro- 
mate. The relationship of hexavalent di- 
chromate sensitivity to shoe dermatitis is 
somewhat controversial. Walsh® pointed 
out that, while trivalent chromic sulfate, 
and in some processes hexavalent sodium 
dichromate, is the material initially used for 
tanning, the leather finally contains about 
4% to 7% chromium as chromic oxide, a 
trivalent compound. Theoretically, when 
tanning is completed, all the chromium is in 
this trivalent form in close chemical com- 
bination with the hide protein. Until re- 
cently it was felt that the trivalent chromium 
was practically never sensitizing. Walsh ê 
said that several dermatologists of wide 
experience in industrial dermatology and 
cutaneous allergy stated that they knew of 
no report or instance of reaction to trivalent 
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chromium, Walsh tested three patients who 
had positive patch tests to very weak solu- 
tions of dichromate, (1:10,000 and 1:20,- 
000). These patients showed no reactions 
to solutions of trivalent salts or to metallic 
chromium. Walsh further stated that three- 
fourths of all shoes are made with chrome- 
tanned leather containing 3% to 6% tri- 
valent chromium. The wearing of shoes 
made from this leather is, in effect, a mass 
patch test to trivalent chromium, yet no 
instance of sensitization to trivalent 
chromium has ever been reported. These 
facts give a substantial basis for the as- 
sumption that sensitization to trivalent 
chromium does not occur. Recently, how- 
ever, Morris,‘ has obtained positive patch 
tests to a trivalent basic chromium sulfate. 
We have prepared trivalent basic chromium 
sulfate according to Morris’s method: “To 
a 0.2% solution of chromium sulfate, add a 
pinch of sodium bicarbonate to render 
alkaline and permit to stand and age for a 
week. With this solution we have obtained 
a single positive reaction in a series of 
twenty patients who were sensitive to potas- 
sium dichromate.” Furthermore, Morris 
stated that a trivalent chromium compound 
can be leached from leather by the lactate 
portion of human sweat and forms a very 
complex lactatobasic chromic sulfate com- 
pound. It is conceivable that this particular 
compound * may on further study be 
found to be the actual sensitizer in shoe 
dermatitis due to chromates. 

In our own material, we found that 18 of 
68 (260%) dichromate-sensitive persons had 
shoe dermatitis. As Walsh pointed out, it 
is difficult to explain the frequent co- 
existence of dermatitis from shoe leather 
and hypersensitivity to hexavalent chromate 
usually used for patch testing if hexavalent 
chromate is not present in the final stage 
of leather tanning. According to Walsh 
there are several possible explanations: 


* Dr. George Morris recently provided a supply 
of the lactatobasic chromic sulfate. We are now 
testing with both the simple basic chromic coms 
pound and complex lactatobasic chromic sulfate 
material. 
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There may occasionally be small amounts 
of residual hexavalent chromate that was 
not reduced during the “two bath” tanning 
process. Some of the trivalent chromium 
may be oxidized to hexavalent chromate 
during some subsequent processing of the 
leather. Hexavalent chromate may be used 
in the dyeing of some leather. Finally, 
there may be some peculiar relationship be- 
tween shoe-leather dermatitis and positive 
reactions to chromate patch tests, such has 
been found in cement eczema. 

At this point, we must emphasize the im- 
portant role that perspiration plays in shoe 
dermatitis due to chromates and the practical 
implication of this role. Leather chemists ®&° 
have shown that perspiration can remove 
the chrome from chrome tanned leather. 
These “leached” chrome salts generally 
migrate by capillary action toward the outer 
(grain) surface of the leather. Chemical 
analysis of chrome-tanned upper leather 
which has been exposed to heavy perspira- 
tion shows a definitely lower percentage of 
trivalent chrome oxide (Cr?°*) than ad- 
jacent leather in the same shoe which has 
not been so exposed. 

Further study is obviously necessary to 
clarify the relationship of potassium di- 
chromate sensitivity to trivalent chrome 
sensitivity and shoe dermatitis. In our 
material, we did encounter several patients 
with dichromate sensitivity and dermatitis 
of the feet who were benefited by the wear- 
ing of vegetable-tanned shoes or nonleather 
substitutes. 

When it is felt that a patient will benefit 
by the wearing of shoes which are not 
chrome-tanned, he should be instructed how 
to obtain shoes that are vegetable-tanned. 

In requesting vegetable-tanned shoes it 
must be emphasized that the inner leather 
lining, if any, must also be vegetable-tanned. 
It has been our experience that frequently 
vegetable-tanned shoes have chrome-tanned 
linings. Such linings can be removed and be 
replaced with vegetable-tanned or cloth 
linings. A. F. Gallun and Sons Corporation, 
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Milwaukee 1, Wis., is a manufacturer of 
vegetable-tanned leather for use in shoes. 
The names of some manufacturers of 
vegetable-tanned shoes are given below. The 
patient should be given a letter stating that 
the vegetable-tanned shoes should have 
vegetable-tanned linings made of Russet 
vegetable-tanned calf skin. These manu- 


facturers make mostly men’s shoes. 
Florsheim Shoe Co., Chicago 

Nunn-Bush Shoe Co., Milwaukee 

A. E. Nettleton Co., Syracuse, N. Y. 

French, Shriner & Urner, Boston 

Stacy-Adams, Brockton, Mass. 

Stone-Tarlow Shoe Co., Brockton, Mass. 

(Note: Have the patient request A. F. Gallun 
Cretan or Norwegian calf shoes with Russet calf 
skin linings. ) 

The I. Miller Shoe Company, 4015 
Cherry St., Cincinnati 23, makes women’s 
shoes, some of which have vegetable-tanned 
leather uppers. Shoes with vegetable-tanned 
linings can be made to order. These shoes 
are oxford style. 

Women who wish to have non-chrome- 
tanned shoes which are dressier than an 
oxford style shoe may obtain nonleather 
shoes of various styles. The Williams Mfg. 
Co., Portsmouth, Ohio, makes nonleather 
women’s shoes. This manufacturer, on re- 
quest, will inform physicians where such 
shoes can be obtained in various localities. 

Such nonleather shoes may have fabric, 
plastic (vinyl), or rafha (straw) uppers. 
The soles are of rubber composition, and 
the insole is a nonleather fiber. [Examples 
of such shoes are a white linen pump Styles 
880 and 890 and a dark nusuede imitation 
leather fabric, Styles 961, 971, 881, and 
891. 

Blooms, 311 6th Ave., New York, is the 
name of a retail store which will ship any- 
where vegetable-tanned leather sandals 
made of buffalo hide from India. 

Archfame Inc., 6 W. 37th St., New York, 
will ship anywhere men’s, women’s, and 
children’s shoes which are vegetable-tanned 
and contain cloth linings. Children’s shoes 
made of vegetable-tanned leather are not 
readily available, but the Archfame company 
will make such shoes to order. 
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Role of Dye Sensitivity in Shoe 
Dermatitis 


The specific azo and aniline dyes used 
in shoes are usually a trade secret and are 
not readily made available to the physician 
for testing. While paraphenylenediamine 
is not actually used as a shoe dye, it often 
cross reacts with the type of dye used in 
shoes. The addition of paraphenylenedi- 
amine to our “screening” tray has proved 
helpful in alerting us to certain possibilities. 
A positive reaction to paraphenylenediamine 
in a patient with shoe dermatitis may, or 
may not, be significant as regards the pre- 
senting dermatitis. 

Dermatitis from dyes in leather shoes 
is apparently extremely rare, and we have 
not encountered dermatitis due to this 
cause, except when the patient has had shoes 
redyed. The dye in redyed shoes is not 
likely to be as fast as the original dye. Two, 
of three patients, with “redye” shoe derma- 
titis cross reacted to paraphenylenediamine. 
In these cases the paraphenylenediamine 
sensitivity was significant, since it indicated 
cross sensitivity with the aniline dye used 
for the redyeing process. 

While primary dye dermatitis in leather 
shoes is rare, such dermatitis with fabric 
or plastic shoes is encountered more fre- 
quently. We have studied several patients 
with shoe dermatitis due to dyes which 
“bled” nonleather 
shoes. Most of these patients also reacted 


readily from various 


to paraphenylenediamine. 


In this connection it must be remembered 
that occasionally stocking dyes (especially 
nylon) will “bleed” from the stocking onto 
the lining of shoes. Patch testing with such 
“contaminated” shoe linings may be mislead- 
ing because the sensitizing dye originally 
came from stockings. Even when stockings 
without sensitizing dyes are worn, derma- 
titis may persist for several months if the 
patient wears the shoes which have been 
“contaminated” with the stocking dyes. This 
is a type of secondary shoe dermatitis, the 
primary cause being the stocking dyes. 
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In our experience colored cloth linings 
in leather shoes have not caused dermatitis. 
Positive patch-test reactions with cotton 
shoe linings have to be carefully evaluated, 
since the sensitizing substance causing the 
reaction may have come from stockings 
or ingredients in deeper portions of the 
shoe. Dyes, chromates, and rubber chemicals 
may be leached out of shoes onto such 
linings. The fabric linings themselves, in 
our material, have not been sensitizers. 


Role of Nickel Sensitivity in Shoe 
Dermatitis 


In a recent review on contact dermatitis 
due to nickel we! pointed out that nickel 
is ubiquitous and that a constantly increas- 
ing number of patients are becoming sensi- 
tive to nickel. Although nickel sensitivity 
plays a minor role in shoe dermatitis, we 
have nevertheless encountered several pa- 
tients who had dermatitis of the feet due to 
metallic nickel in or on shoes. We have, 
therefore, included a 5% nickel sulfate solu- 
tion in our “screening” patch-testing shoe 
tray. 

Three patients had dermatitis of the 
instep due to nickel in the eyelets of shoes. 
One patient had dermatitis caused by the 
metal tips of shoe laces which had been 
tucked under the tongue of the shoe. Con- 
tact of the foot with buckles made of nickel 
were responsible for shoe dermatitis in two 
cases. Nickel metal clips were the cause of 
shoe dermatitis in one case. 

A positive patch test to nickel sulfate 
helped solve the cause of a dermatitis of the 
soles in one patient. This person occasion- 
ally wore nickel-plated arch supports. The 
dermatitis cleared when the metal arch sup- 
ports were replaced by leather supports. 


Nonspecific Factors in Shoe Dermatitis 


It has been shown that perspiration can 
leach out chromates, rubber additives, and 
dyes from shoes and thus cause contact of 
these potential sensitizers with the skin. It 
is our impression that the use of a non- 
caking dusting powder (fluffy tannic acid, 
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boric acid, bentonite, and purified tale dis- 
pensed in a sifter box) may occasionally 
prevent dermatitis by reducing perspiration. 
Such a powder should be dusted freely into 
shoes and stockings. Not only does the 
dusting powder tend to lessen perspiration, 
but it also may act as a mechanical barrier 
to contact with the allergen. Some patients 
apparently tolerate certain shoes when their 
feet are relatively dry. Theoretically, it is 
conceivable that there would be no allergic 
contact shoe dermatitis without perspiration 
or moisture, and it is our impression that 
some of our patients can wear certain shoes 
without getting a dermatitis only when a 
drying dusting powder is used. 


Other forms of mechanical protection 
against shoe sensitizers, such as the wearing 
of waxed paper, oiled silk, plastic paper 
bags, or aluminum foil inside shoes have 
been employed in the past. These protec- 
tive agents have proved to be generally 
uncomfortable and unsatisfactory, 
they are occlusive and hence tend to increase 
perspiration and maceration. 


since 


Other nonspecific factors, such as ill- 
fitting shoes and certain foot abnormalities, 
may cause excessive friction and wearing 
away of protective inner shoe linings and 
allow more intimate contact of shoe sensi- 
tizers with the skin. Also, orthopedic cor- 
rection of various deformities or the 
wearing of special orthopedic shoes may be 
necessary to correct certain types of shoe 
dermatitis not necessarily of the allergic 
contact type. 


Summary and Conclusions 


In our case material of shoe dermatitis, 
rubber—either in the rubber thermoplastic 
box toe or in the rubber cements—has been 
the commonest cause of allergic contact 
dermatitis. This rubber sensitivity is ap- 
parently most often due to additives, such 
as the antioxidants and accelerators. 
Chromates, dyes, and nickel also occasion- 
ally cause allergic contact shoe dermatitis. 
° The following materials which are sug- 
gested for a “screening” patch-testing shoe 
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tray are discussed: thermoplastic rubber 
box-toe material, 1% monobenzyl ether of 
hydroquinone in petrolatum, 1% 2-mercap- 
tobenzothiazole in petrolatum, 1% tetra- 
methylthiuram monosulfide in petrolatum, 
0.25% aqueous potassium dichromate, 2% 
paraphenylenediamine in petrolatum, and 
5% aqueous nickel sulfate solution. Details 
are given as to how to obtain these materials 
and how to prepare them for patch testing. 
Use of such a shoe tray may facilitate the 
diagnosis of allergic contact shoe dermatitis 
and obviate the necessity for the dissection 
of shoes to obtain materials for patch test- 
ing. However, negative reactions to the ma- 
terials in the patch-testing tray do not 
necessarily exclude shoe dermatitis. It may 
be necessary to test with materials from the 
suspected shoe. 

The names and addresses of shoe manu- 
facturers and retailers are given from whom 
shoes may be obtained which are free from 
certain known specific sensitizers. 

The role of such nonspecific factors as 
perspiration, friction, and orthopedic de- 
formities also is discussed. 
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A Contrast of Cutaneous Cancer as Observed in Texas 


and in Minnesota 


FRANCIS W. LYNCH, M.D.,. St. Paul; C. FERD LEHMANN, M.D., and J. LEWIS PIPKIN, M.D., 


San Antonio, Texas 


Previous chemical studies in cancer of the 
skin have usually been drawn from homoge- 
neous material: patients from a single pub- 
lic or private clinic or, less often, from the 
private practice of single or associated per- 
sons. A few participants in panel discus- 
sions have concluded that some difference in 
opinion on panels or in publications may 
have resulted from different backgrounds of 
clinical experience. Largely for these rea- 
sons we have compared two series of pa- 
tients from our widely separated practices, 
beginning the study from curiosity and in- 
terest and only later considering public 
presentation of the results. 


Contrasts between the clinical material of 
the two practices are based principally upon 
the geographic influence of situation in the 
northernmost and southernmost areas of the 
United States—Minnesota and Texas. In 
these regions there is great difference in 
temperature and the total hours of clear 
sunlight, leading to the wearing of protec- 
tive clothing in the North, with resultant 
protection against light as well as cold. The 
national origins of the patients’ inheritance 
in the Minnesota practice are principally 
German, Scandinavian, and Irish and, in the 
Texas practice, German (of blonde color- 
ing), English, and Mexican or of Mexican 
descent. At the onset of the study it was 
assumed that these might be the principal 
factors contrasting our clinical experiences. 


Estimate of relative incidence of cancer 
was based on the frequency of the first di- 
agnosis of cancer of the skin for that person 


Submitted for publication July 31, 1958. 
e Read before the 78th Annual Meeting of the 
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Valley, Idaho, June 7, 1958. 


Inc., 


in that office in relation to the total num- 
ber of new patients seen in that office in a 
given period of time.* After consideration 
of difference in the sizes of: the practices, 
based on the numbers of new patients of all 
types seen during the same calendar year, 
incidence of patients with cancer was found 
relatively more frequently in the South, in 
the ratio of 5.7:1. Two factors lead to an 
even higher ratio of true incidence of can- 
cers of the skin. In the South there is 
greater simultaneous multiplicity of lesions. 
More patients in the South develop addi- 
tional cancers subsequently and thus return 
as old patients with new cancers; such pa- 
tients, having a previous diagnosis of can- 
cer in our offices, were not included in this 
survey. 

For detailed review there was selected 
from each practice a consecutive series of 
patients with cancer, the periods of time 
being in the ratio of 6:1 in order to pro- 
vide aproximately equal numbers in the 
two series. Before detailed analysis, the 
following northern cases were excluded: one 
patient with malignant melanoma, one with 
carcinoma metastatic from within the body, 
one with eccrine poroma, and one with 
basal-cell epithelioma derived from a nevus 
syringadenomatosus papilliferus. In the 
southern series a patient with malignant 
melanoma was included because he simul- 
taneously had an epithelioma (but the 
melanoma was disregarded in the study). 
In the northern practice the clinical features 
were not known in five instances referred 


* Patients included in the study included those 


seen by the clinical associates in our practices— 
Orville E. Ockuly, M.D., and Arthur C. Ressmann, 
M.D., respectively. 
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for radiotherapy after recent complete ex- 
cision; these patients were reviewed in all 
respects other than the gross morphologic 
features of their lesions. The compared 
series then included 200 patients, 99 from 
the North and 101 from the South. Not 
every point under consideration was availa- 
ble for review in the case of each patient. 


Sex Ratio 


Of the northern series the majority were 
women (54 women versus 45 men); in the 
South the ratio was reversed (59 men ver- 
sus 42 women). The preponderance of 
southern men is presumably based on their 
greater actinic exposure as contrasted with 
northerners of both sexes and contrasted 
with southern women. It is not clear why 
the northern series includes more women 
than men; difference in actinic exposures 
of the sexes probably is not great and 
may be in the reverse order. In the older 
age groups there are throughout the nation 
more women than men as a result of a 
differential in longevity; this difference is 
probably not sufficient to explain the sex 
ratio reported here. 


Number of Lesions 


Ninety-nine northern patients presented 
108 lesions, two patients having three le- 
sions and five having two lesions ; one young 
woman presented “numerous” superficial 
pigmented — basal-cell One 
hundred one southern patients presented 
129 lesions, two having 6 lesions each; 
three with 5, 4, and 3 lesions, respectively, 
and nine with 2 lesions. The likelihood of 
multiple lesions is clearly greater in the 
South. 


epitheliomas. 


Multiple lesions were more frequent in 
men in both series, and in the Minnesota 
series they occurred in the eighth decade. 
On a given patient they usually were of 
similar histologic nature. 

Among women the only squamous-cell 
epitheliomas on the lower lip were two on 
a Texan. Two squamous-cell lesions (one 
of which was on the hand) on a Minnesota 
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woman occurred long after medicinal use of 
arsenic. 


Previous Treatment 


Forty-four of the southern patients had 
received previous treatment by their physi- 
cians for other cancers of the skin; his- 
tories in the northern practice were less 
exact, but only several had been so treated 
(excepting the five previously mentioned as 
having recent excision which resulted in 
their diagnosis). 

Eight southern patients presented lesions 
which had previous treatment; in the North 
only one currently presented lesion had 
resisted previous therapy. 


Size of Lesions 


Because of difference in the use of de- 
scriptive terms it was impossible to compare 
exactly the clinical morphologic features. 
In the northern practice the dependence on 
routine use of biopsy probably accounted 
for less accurate clinical descriptions; the 
use of x-rays rather than radium perhaps 
led to less attention to the accurate meas- 
urement of lesions. Diameter of more than 
1 cm. was estimated in 30% of the northern 
patients and 24% of the southern patients. 
After excluding the superficial basal-cell 
epitheliomas, a total of nine lesions in the 
north were more than 1.5 cm. in diameter ; 
among the more numerous lesions in the 
south, the comparable figure was six. Of 
the larger lesions, two in the North were 3 
cm. in diameter and one in the South was 
3 by 4 cm. 

We are uncertain as to the cause of this 
tendency for northern patients to present 
larger lesions. Possibly the northern person 
and his family, having less experience with 
cancer of the skin, fail to recognize it as 
early as it would be noticed in the South. 
Perhaps the southern patients come earlier 
to the dermatologist because discomfort fol- 
lows their greater actinic exposure, with 
stinging or burning sensation in their kera- 
toses. ( However, the observations for this 
study were made in midwinter. ) 
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Histopathologic Types 


Biopsy was routine in the North, but in 
the South it was performed in only 25% 
of the lesions, when clinical features left 
doubt in the mind of the observer. There 
was one intraepidermal squamous-cell epi- 
thelioma in the northern series. In each, 
the northern and the southern series, there 
were five patients with superficial basal-cell 
epitheliomas. Other forms of basal-cell 
lesions were slightly more frequent in the 
North, 80% as compared with 75% in the 
South. Lesions with mixed basosquamous 
elements were observed three times in the 
North and once in the South: for this 
study these lesions have been regarded 
as squamous-cell epitheliomas. Although 
squamous-cell lesions occurred more often 
in the South, they were present in nearly 
the same proportion among men in both 
series, 26% in the southern and 28% in 
the northern, 

The greater predominance of  basal-cell 
lesions in the northern series was due partly 
to the larger number of women in the 
northern than in the southern series (since 
women in both series had more basal- than 
squamous-cell lesions) and due also to a 
greater tendency for northern women to 
develop basal-cell lesions (85% of the wom- 
en in the North as compared with 75% 
in the South). This observation does not 
mean that basal-cell epitheliomas were more 
frequent in northern than in southern wom- 
en but only that when epitheliomas oc- 
curred in southern women they were 
squamous-cell in type more often than they 
were in northern women. Since male Tex- 
ans had squamous-cell epitheliomas much 
more often than did male Minnesotans but 
in no greater ratio than their preponderance 
of basal-cell epitheliomas, these observa- 
tions are somewhat confusing as to the in- 
fluence of actinic rays in the production of 
basal-cell epitheliomas. However, since both 
types of epithelioma are much more fre- 
guent in the South, it is possible that actinic 
radiation is an etiologic factor in both, as 
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appears to be true in radiodermatitis and 
xeroderma pigmentosum. 


Sites of Lesions 


Comparison of sites of involvement 
showed variations, some of which were diffi- 
cult to explain. Lesions on areas normally 
covered by clothing were present in about 
the same proportions in both series, four 
in the North and five in the South. In each 
series one man and one woman presented 
a squamous-cell epithelioma on a hand. 
Thus approximately 95% of the epitheli- 
omas were on the head and neck. Lesions 
of the scalp were more frequent among 
women, an observation for which we have 
no explanation, 

In absolute figures for basal-cell epitheli- 
omas the cheeks, nose, and eyelids were 
favored sites in the North, as were the 
cheeks, nose, and forehead in the South. 
Comparing northern and southern series 
the cheeks and nose were relatively (not 
absolutely) more frequently involved in the 
North; the forehead was more frequently 
involved in the South, both relatively and 
absolutely. 

Except as open collars allow greater ex- 
posure to actinic radiation of the neck in 
the South, we cannot explain the differences 
in incidence relative to site. One might 
have expected the hands to present a 
greater number of lesions in the South. 


Ages of Patients 


No attempt was made to compute the 
age at time of onset of the lesion; the 
stated ages are as at the time the patient 
presented for treatment and the ages were 
grouped by decades. Median age in the 
southern series was nearly 10 years younger. 
When considered separately for basal-cell 
lesions (50-59 years versus 60-69 years) 
and for squamous-cell lesions (60-69 years 
versus just more than 70 years), one notes 
that the basal-cell lesions were observed 
earlier in both series. 

In the southern series the basal-cell le- 
sions were presented by women at an earlier 
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age; squamous-cell lesions were presented 
earlier by the southern men. In the north- 
ern series the age-sex trends were similar 
but less pronounced. 


Southern men had many more squamous- 
cell lesions of the neck and the lower lip, as 
compared to southern women and to north- 
erners of either sex. Therefore, conclusions 
should not be drawn without giving con- 
sideration to the fact that these sites were 
associated with earlier ages (both in the 
North and the South in the case of the 
lip). Thus, if one excludes squamous-cell 
involvement of the lower lip and neck, it 
appears (1) that other squamous-cell lesions 
were associated with ages that comparatively 
were even higher than suggested above and 
(2) that there was in the South no age 
difference between the sexes as regards 
squamous-cell lesions of sites other than 
the lower lip and the neck. The difference 
between ages of northern and southern pa- 
tients could be assumed to relate with 
actinic exposures in the cases of both types 
of lesions. 


Treatment 


There was no attempt to compare the 
results of therapy. The following tabula- 
tion displays the selection of therapeutic 
agents in the two series: 


Excision 
Electro- by 
Radium X-Rays surgery Scalpel Total 
Texas 100 12 14 3 129 
Minn. 0 86 16 5 108 7 


This multiplicity of therapeutic agents is 
evidence of the dermatologist’s opportunity 
for individualization of therapy by select- 
ing from various alternatives in order to 
obtain for his patient the best possible re- 
sult. In addition to this ability and willing- 
ness to use a variety of therapeutic agents 
the dermatologist is in a particularly favora- 
ble position for management of the problem 
of cancer of the skin because of his knowl- 
edge of clinical differential diagnosis, his 

+ One patient was referred to Dr. Frederic E. 


Mohs, University of Wisconsin, for chemosurgery 
because of a large lesion on the nose. 
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training in and use of histopathology, and 
his interest in precancerous lesions. 


Comment 


We have presented comparative figures 
on the incidence of cancer of the skin in 
our practices. These figures only suggest the 
true incidence in our communities. After 
consideration of these figures, the greater 
multiplicity of lesions on the Texan patients 
and their greater susceptibility to the future 
development of additional lesions, one esti- 
mates that the ratio of 10:1 more clearly 
represents the relative incidence of cancer 
of the skin in the two communities. 

The greater incidence of epitheliomas in 
women versus men in the North is not 
explained by us. 

The larger size of lesions in the North 
was suprising. 

The ratio of basal-cell to squamous-cell 
epitheliomas was higher than anticipated on 
the basis of previously published reviews, 
4:1 in the North and 3:1 in the South. The 
relative incidence of squamous-cell epitheli- 
omas was similar in both groups of men. 
The greater incidence of basal-cell epitheli- 
omas among women in the 
northern series led to the higher total in- 
cidence of epitheliomas among women in 
the northern series. No explanation is of- 


fered. 


Involvement of the head and neck approx- 
imated 95% in these as in other series. In 
both series the cheeks and the nose were 
favored sites for basal-cell epitheliomas, 
with the forehead next in line in the Texas 
series and the eyelids in Minnesota. Greater 
exposure of the forehead to sunlight might 
be the explanatory factor. This factor may 
also account for the greater involvement of 
the neck by squamous-cell epitheliomas in 
the Texas group, but, in Minnesota, 
where the cheeks and nose were more often 
involved, it fails to explain the relatively 
smaller involvement by cancer of the lower 
lip. 

Occurrence at relatively early “ages waa 
noted in cancer of the lip and neck as 


versus men 
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compared with squamous-cell epitheliomas 
elsewhere and with basal-cell epitheliomas. 
With both basal- and squamous-cell epitheli- 
omas the Texans were involved at earlier 
ages than were the Minnesotans. 


Summary and Conclusions 


Cancer of the skin was observed much 
more frequently in Texas than in Minne- 
sota. Both types occurred at earlier ages in 
Texans than in Minnesotans. Basal-cell 
lesions occurred more frequently in women. 
They occurred at earlier ages than did 
squamous-cell lesions other than those of the 
neck and the lower lip, which were seen 
almost exclusively in men and relatively 
more frequently in Texans. 

Actinic exposures appear to explain these 
differences, but they do not explain com- 
pletely the behavior of basal-cell epitheli- 
omas. If basal-cell epitheliomas relate with 
actinic exposure, then why do they occur 
earlier in women than in men? Greater 
actinic exposure is not likely to be great 
enough for the complete explanation. How- 
ever, difference in actinic exposure may be 
at least part of the explanation for greater 
absolute, not relative, incidence of basal-cell 
epitheliomas in Texans, the occurrence there 
at an earlier age, and the relatively greater 
incidence of such lesions on the forehead, 
as compared with Minnesota. 


350 St. Peter St., St. Paul. 


ABSTRACT OF DISCUSSION 


Dr. Everett C. Fox, Dallas, Texas: Dr. Lynch, 
Dr. Lehmann, and Dr. Pipkin have presented an 
interesting comparative clinical study. Further 
studies of this type may encourage more uniform 
clinical records and terminology, the verification 
of results of various therapeutic measures, and 
the development of a better understanding of 
regional variations of common disease entities. 


The ratio of 6:1 or 10:1 for cutaneous malig- 
nancies in Texas and Minnesota seems to be in 
agreement with general opinion. The size and the 
location of lesions were much the same. 

The 10-year age difference probably relates to 
many factors and not to solar activity alone. The 
_accurrence Of squamous-cell carcinoma more fre- 
quently in the South very probably relates to a 
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greater actinic exposure, and the lesions occur at 
an earlier age. This certainly contributes to the 
development of lesions on the sides of the neck and 
lip. Herpes simplex of the lip frequently precedes 
carcinoma of the lip. 

In general, it is doubtful that basal-cell carci- 
nomas havé any relation to solar exposure, even 
though 85% of basal lesions occur above the 
clavicle. This is also the area of highest pilose- 
baceous activity. Keratoses usually precede the 
development of a squamous-cell lesion. The basal- 
cell lesion has no antecedent in the vast majority 
of cases and is frequently follicular in site. 
Seborrhea is probably more important than sun- 
light. However, basal-cell lesions are seen to occur 
in areas of radiodermatitis, and they usually, again, 
are follicular, beginning as a 1 or 2 mm. firm 
vesicle-like lesion. Basal-cell lesions are usually 
present in 75% to 85% of cutaneous malignancies. 

A recent review of 150 patients’ records revealed 
basal-cell carcinoma in 128, which was 85% of the 
cases, with 80 men and 48 women, and squamous- 
cell carcinoma in 22 instances, which were 15% of 
the series, with 18 men and 4 women. In this group 
there was also one melanoma in a man. 

The increased incidence of basal-cell lesions in 
women, observed by Dr. Lynch, has no immediate 
explanation unless a greater number of female pa- 
tients are seen. 

We should encourage these gentlemen to pursue 
their clinical differences of findings and provide 
us with answers to some of these perplexing 
questions. 


I believe that in large series of cases, if we 
could agree on a accurate standard clinical record 
to record all of our information, with standard 
nomenclature, and this information could then be 
transferred to IBM punch cards for statistical 
studies, this might enable us to study some of these 
peculiar and now unanswered questions. 


Dr. LesLie M. Smita, El Paso, Texas: I should 
like to emphasize a few points made by the essay- 
ists which are particularly applicable to practice 
in the very arid section in which I live. 


The authors reported that in Texas epitheliomas 
occur earlier than in Minnesota, as well as being 
much commoner. That is certainly true. We have 
observed a number of squamous-cell epitheliomas 
of the lower lip in red-headed freckled cowboys at 
around 18 to 21 years of age. These were men 
who smoked a lot, so that was a factor in addition 
to the sun and the extremely dry air. 


Our big problem in the desert country is the 
chronic keratotic actinic skin, the people in outdoor 
occupations who do not tan uniformly but freckle. 
These people come in more or less regularly with 
multiple epitheliomas, both squamous and basal, on 
the face and neck, and keratoses and squamous-cell 
epitheliomas on the backs of the hands. They are 


69/279- 


regular patients as long as they live. Some of these 
patients have a thick leathery keratotic skin, par- 
ticularly on the hands and forearms, and these 
usually have a low tolerance for radiation. Often 
some form of surgical treatment in these cases is 
preferable. 

Dr. HERBERT S. ALDEN, Atlanta: This very inter- 
esting comparison brings up some ridiculous no- 
tions, perhaps, as well as some serious ones. One 
might even suggest that segregation may explain 
this quantitative difference, but I do not think that 
it is so much a geographical fact as it is an in- 
tensity of solar radiation, as well as a prolonged 
intensity of solar radiation. Certainly, in Georgia, 
we see far more basal-cell carcinomas rather than 
squamous-cell carcinomas. I think that the over- 
whelming majority of the squamous-cell carcinomas 
of the lower lip occur in farmers, many of whom 
give a history of a prior fever blister. I am also 
impressed by the fact that the existence of sebor- 
rhea is a potent factor. This discussion also brings 
up the point of the “basal-cell nevus,” of which 
Dr. Howell wrote. Is it possible that some of these 
are hereditary tumors? 


Dr. Louts H. Winer, Beverly Hills, Calif.: For 
ten years I have been treating three test pilots who 
have developed multiple cancers. These cancers 
are most frequently basal-cell cancers. They de- 
velop not only on the exposed parts but also on the 
unexposed parts of their bodies. I have considered 
cosmic rays as a contributory factor in the for- 
mation of these skin lesions because these men fly 
at very high altitudes. 


I also have seen patients with herpes simplex of 
the lip who three or four weeks later come in with 
a nodule which had not been present before, in the 
same site of the lip. On biopsy, the nodule is 
proven to be an intraepidermal squamous-cell car- 
cinoma. Could the herpes have produced these ab- 
normal cells? We find hyperchromatic single, as 
well as multinucleated, cells in smears of herpes 
vesicles. These cells may resemble very closely 
those seen in smears of exfoliated cells of a 
squamous-cell carcinoma. By knowing the clinical 
history and the site of the lesion, one can diagnose 
these smears as abnormal herpes or balloon cells. 
In the biopsy specimen of these nodules, however, 
the entire epidermal rete is dissociated, the polarity 
of the nuclei are disarranged, and abnormal mitotic 
figures are present. One can, therefore, consider 
these as malignant carcinoma cells, rather than the 
degenerated balloon cells of herpes. 

Dr. James B. Howe tt, Dallas, Texas: This is 
a very popular subject, and dermatologists should 
continue to take the initiative in the field of skin 
cancer. Dr. Michelson has recently suggested that 
a tumor registry be established by the American 
Academy of Dermatology. This would give an 
opportunity to continue a study of the type started 
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by Dr. Lynch, Dr. Lehmann, and Dr. Pipkin. I 
think we should give weighty consideration to the 
matter of a central tumor registry for cutaneous 
tumors. 


Dr. Witty M. Sams, Miama, Fla.: There are 
many points of interest in this comparative clinical 
report. Difficulties are encountered from the sta- 
tistical standpoint in a problem of this type, and 
many factors must be considered in the selection 
of patients in order that a study will correctly 
evaluate the various clinical points under discussion. 
Dr. Pardo-Castello and I have discussed the fact 
that we both see patients from Key West, Fla. It 
is a community approximately midway between 
Miami and Havana, insofar as transportation fa- 
cilities are concerned. It has a large group of 
both English- and Spanish-speaking residents. 
Owing to my linguistic restrictions, I see mainly 
the English-speaking group, and it is likely that 
Dr. Pardo sees more of the Spanish-speaking 
group. I suspect that my English-speaking group 
has a higher incidence of skin cancer. In this 
situation, geographical location is not so important 
as the racial factor. 


Reference is made to Dr, Lynch’s higher per- 
centage of female patients. Factors which might 
lead to the choice of a physician by patients who 
are seeking their medical consultant are multiple: 
The method of treatment ordinarily used, fear of 
surgery, hospitalization vs. ambulatory treatment, 
insurance programs, and the financial status are 
just a few to be considered. I am certain that the 
practitioner sees a different class of patient and 
earlier manifestations of neoplastic disease than 
that which occurs in the clinic group from the 
same community. How to set up a statistical study 
to evaluate all of the factors is the problem that 
faces us in a study of this type. 


Dr. Marton B. SULZBERGER, New York: If it 
had not been for the remarks of Dr. Wiley Sams 
and Dr. Everett Fox, I should not have spoken. 
But now | should just like to report that, starting 
about three years ago, we began at the Skin and 
Cancer Unit of the New York University-Bellevue 
Medical Center a statistical analysis of different 
types of tumors, particularly cancers of various 
kinds. 

Some years ago I was struck, as all of us have 
been, by the fact that this tremendous clinical 
material of all kinds of skin tumors was going 
through our institution but was valueless as far 
as any statistical compilation or comparative 
therapeutic evaluation was concerned because no 
proper records, no proper index, had been set up 
for analyzing the cases from the various important 
points of view. 

Under Dr. Victor Witten and Dr, Alfred Kopf 


and the surgeons, first Dr. Herbert W illy Meyer an@=- 


later Dr. David Lyall, Dr. Alexander Zimany, 
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and others; under the radiologists, Dr. Milton 
Friedman and Dr. Gustave Kaplan, and under the 
general pathologists of Dr. Maurice Richter’s 
Service we now have a tumor clinic, a tumor sec- 
tion, and a tumor conference in which these tumors 
are all classified and their different characteristics 
very carefully recorded on IBM cards. 

There are several hundred different factors 
being recorded on these IBM cards, and the Amer- 
ican Cancer Society has been very helpful to us, 
and their statisticians also, in setting up the basis 
for this statistical study. I should certainly wel- 
come it if other clinics or practitioners and other 
dermatologists would augment our studies and 
come and see what our records are on these cases 
and how hopeful the outlook is for us to be able to 
find out something, maybe in the next 20 years, 
about these tumors—certainly something about 
their course and their responses to various forms 
of therapy and perhaps even about their causes. 

I should also like to mention that this study has 
been supported by several grants; some smaller 
grants and one very generous grant from the Lillia 
Babbitt Hyde Foundation. 

Dr. Georce H. Curtis, Cleveland: I think that 
it is most interesting that this discussion on estab- 
lishing a tumor registry seems to conform some- 
what to the suggestion I made yesterday about 
establishing a central registry for all dermatological 
diagnoses. 

In The Cleveland Clinic we have a tumor regis- 
try in which we follow up malignancies of all types. 
In regard to the basal-cell epitheliomas in our reg- 
istry, we follow up these patients for three vears 
and the squamous-cell lesions for five years. We 
do this in conjunction with the Committee on Can- 
cer of the American College of Surgeons and the 
Joint Committee on Accrediation of Hospitals. 


I should like to know from the membership as 
to whether or not a three-year follow-up is long 
enough for basal- and a five-year follow-up long 
enough for squamous-cell lesions. 


Dr. STEPHEN ROTHMAN, Chicago: In reply to 
Dr. Curtis, at the University of Chicago our Can- 
cer Registry follows all patients with basal-cell 
carcinomas, squamous-cell carcinomas, and ana- 
plastic keratoses for five years. I think that this is 
the specification of the American Cancer Society. 
We are gratified with the work of this registry 
because it automatically calls in the patients for 
a check-up every vear. 

Concerning the occurrence of herpes simplex 
followed by squamous-cell carcinomas on the lip 
in the same place, I should like to call your at- 
tention to old data in the literature. When I 
collected data concerning cutaneous manifestations 
of internal malignancies many years ago in Dr. 


-—=Bruno Bloch’s clinic, in Zurich (ARCH. DERMAT. 


U. SypH. 149:99, 1925), I found many cases where 
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herpetiform lesions, zoster or other herpetiform 
lesions, had preceded cutaneous metastases of in- 
ternal carcinomas; so we must admit at least as 
much that a locus minoris resistentiae has been 
created or can be created by herpetiform lesions. 

Dr. A. FLETCHER HALL, Santa Monica, Calif.: 
I have been much interested in this presentation 
and in the remarks of the previous discussers. 

I think that if we take into consideration what 
Dr. Fox said with regard to a great many of the 
basal-cell carcinomas as being probably not of 
actinic origin and that consequently there is a sub- 
stratum of nonactinogenic carcinomas in both 
regions and then superimpose upon that substratum 
the number and type of actinogenic carcinomas 
(obviously more frequent in Texas), we get a 
better explanation of the shift in the types as 
reported in the two geographic areas. 


The other point that I wanted to comment on 
was with regard to herpes simplex preceding car- 
cinoma of the lip. I do not think that we can or 
should assume that there is any causal relationship 
in this sequence because if we have two actinogenic 
diseases which can affect the lip, naturally, we will 
find both of them occurring in the same person 
in many cases, and I do not think we have any 
right to assume that herpes is a premalignant lesion 
on this basis alone. 


Dr. SAMUEL Ayres III, Los Angeles: I was 
somewhat surprised to hear the authors report that 
the effect of actinic damage. was not particularly 
important in the etiology of basal-cell carcinomas. 
I had always felt that there was a very definite re- 
lationship and that the much lower, in fact almost 
negligible incidence, of either type of skin cancer 
in darker-complexioned races was compatible with 
that idea. I should like to get their ideas on the 
apparent discrepancy between the difference in in- 
cidence of basal-cell carcinomas in the different 
types of complexion, on the one hand, with their 
feeling that there was no connection or, at least 
very little connection, with sunlight exposure in 
relation to basal-cell carcinoma. 


It seems to me that we see basal-cell carcinoma 
in very high incidence in the same patients who 
also have actinic keratoses, apart from the de- 
velopment of squamous-cell carcinoma. 


I should also like to point out that the question 
of what is considered the covered portion of the 
body, I think, must undergo considerable revision. 
Certainly, it depends to a large extent on the area 
of the country in which you live and, perhaps, also 
to which generation you belong. Certainly, in many 
of the sunny areas of the country, particularly 
southern California, you are hardly justified in 
considering anything except the immediate bathing- 
trunk area in men and the swimming-suit area im 
women as covered portions. I think that statistics, 
in order to be at all standardized, would have to 
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take into account the fact that large amounts of 
sunlight are certainly inflicted upon the back, arms, 
and legs in many persons, certainly in our area 
of the country. 


Dr. HerMAN Pinkus, Monroe, Mich.: Most 
dermatological publications on skin cancer come, 
of course, from large centers and from experts 
especially interested in this field. Some years ago 
I attempted to do something about the contention 
of surgeons and radiologists that favorable thera- 
peutic results reported from these sources did not 
prove that the average dermatologist 1s competent 
in treating skin cancer. Dr. Richard Ferrara, at 
that time a resident in our department, reviewed 
five-year treatment results in 226 cases treated in 
the private offices of five Detroit dermatologists. 
There was no selection of cases except that all had 
microscopic confirmation of the clinical diagnosis. 
Therapy varied considerably according to the 
preference of the individual dermatologist. Sur- 
gery, x-ray, and dermatologic curettage, and cau- 
tery were employed most commonly. Results were 
surprisingly uniform in that about 95% of cases 
were cured without recurrences. This survey in- 
dicates that the average dermatologist in the De- 
troit area is entirely capable of curing skin cancer. 


Last year I compared the age distribution of 
basal-cell epitheliomas in my biopsy material and 
found that average age at the time of consultation 
had decreased noticeably when the years 1945-1946 
and 1956-1957 were compared. The peak was still 
in the sixth decade, but many younger patients were 
seen. I doubt that people develop basal-cell 
epitheliomas at an earlier age now than they did 
10 years ago. I rather believe that education of the 
public actually leads many patients to the derma- 
tologist several years earlier than they came in 
times past. Many of the biopsied lesions were 
quite small and noncharacteristic clinically. This 
experience puts added responsibility for early diag- 
nosis on the dermatologist (A.A.A.S. symposium in 
skin malignancies, to be published). 

Dr. C. FERD LEHMANN, San Antonio, Texas: 
It must be reiterated that this comparison of the 
incidence of skin cancers in the North and South 
does not give a true incidence of the disease in 
general. To do so, we would have to record the 
experiences of all practitioners in every field, as 
well as the statistics from all hospitals and clinics. 
This is only a comparison of the practice in one 
office in the North with one in the South. 


Regardless of the small series in this study, I 
feel that the ratio of 10:1 correctly reflects the 
increased number of skin cancers seen by derma- 
tologists in the southwestern United States. It is 
regrettable that our records are not complete 
enough to make further comparisons. I should be 
particularly interested to compare the number of 
keratoses seen in each cancer case in the two 


72/282 


A, M. A. ARCHIVES OF DERMATOLOGY 


series. I would estimate that each cancer case 
seen by us had an average of five keratoses on the 
exposed parts; in other words, five keratoses to 
each active cancer. Strong sunlight produces a 
stinging or burning sensation in keratoses, and, 
very frequently, the doctor is consulted for this 
reason and the cancer is discovered incidentally. 


Our series was not collected during the keratosis 
season, which is July, August, and September. This 
facet could be studied further from various stand- 
points. For instance, first, should every advanced 
keratosis be biopsied to corroborate definitely the 
clinical diagnosis? In our work, this is not feas- 
ible, for very obvious reasons. Therefore, we prob- 
ably coagulate many superficial cancers as keratoses. 
Second, what is the ratio for the number of 
keratoses in the cancer case which is first seen to 
new cancers that later develop? In other words, 
does the man who develops all these keratoses not 
have a propensity to develop cancer, regardless 
of sunlight? Third, what is the ratio of keratoses 
in people of outdoor occupations to people not 
excessively exposed to sunburning? We have par- 
tially answered that. Fourth, what proportion of 
cases of skin cancer later develop internal cancer? 
That question needs further studies in the South. 


Again, our records do not give accurately the 
proportions of blondes who had skin cancer, al- 
though partially so. It is my estimate that the ones 
who had outdoor occupations are in a ratio of five 
blondes to one brunette. We rarely see cancers in 
Mexicans and Negroes. 


Another question that has been in my mind for 
years is, do our patients have some other common 
carcinogen than sunlight irritation? Could it be 
dietary? That has to be considered in these people 
who live in this realm of civilization. Or do they 
weaken the coenzyme system of their cells by re- 
striction of an essential vitamin or trace element? 
Or is there a common external carcinogen other 
than sunlight, such as the alkali dust irritation or 
an end-product of sebum that becomes photo- 
dynamic? Remember, a lot of these people who 
live out on ranches and farms do not practice the 
best hygiene in their skin. 

Then, finally, does atavism explain the increased 
incidence of skin cancer in our locality? In other 
words, have our patients inherited defective proto- 
plasm? 

After considering the above-mentioned questions, 
one can readily see that skin cancer in the sunny 
Southwest presents some interesting problems 
which require further study. 

Dr. JAMES Lewts PIPKIN, San Antonio, Texas: 
Possibly, the discussion precipitated by this paper 
makes it worth while. The comparison of the 


carcinomas encountered in our private practices im@- 


these limited short-time surveys brings out very 
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interesting and unsuspected differences. Some are 
explainable, and others are not. 

The frequency in the South as compared to the 
North, say 6:1 or 10:1, whichever figure you elect 
to go by, is probably still a low figure. In our 
survey, we, unfortunately, picked two months which 
we might term as “out-of-season months” for can- 
cer, that is, January and February, 1955. At that 
time, we saw only 129 carcinomatous lesions in 101 
patients. During these months, the detailed data 
were recorded for this survey. Approximately 
twice as many patients with carcinomas were seen 
during the same length of time between May 1 and 
through October, 1955, which, incidentally, may be 
considered our “open season” on skin cancers. A 
total of 631 patients with skin cancer was treated 
during this six-month period; in other words, over 
1,200 skin cancers were treated during the year 
1955. 

li the average of 100 lesions treated a month is 
used as a comparative figure, the ratio would be 
13:1 in favor of the South. This can be further 
enhanced if one leaves out the Latin-American 
population, who are deeply pigmented, which in 
turn affords protection from the actinic rays, 
thereby lowering the incidence of skin cancer. 

In regard to size, Texas concedes to Minnesota. 
It is difficult to explain why the northern patients 
present larger lesions. As Dr. Lynch intimated in 
his discussion, it could possibly be that the northern 
patient, having less experience with cancer of the 
skin, fails to recognize it as early as in the South. 
It is well to remember that 44 of our 101 patients 
had previously been treated for cancer of the skin. 
It is generally felt, I believe, that most skin can- 


Lynch et al. 


cers seen today are smaller than those observed in 
years past. No doubt, the comprehensive educa- 
tional campaign sponsored by the American Cancer 
Society and the propaganda put forth regarding 
the early warning signs of cancer by the press, 
the radio, and television tend to bring the patient, 
and especially the patient who has had previous 
experience with cancer, to the physician earlier. 

Large lesions are more frequently seen in the 
ignorant and financially distressed patient. This 
is casting no aspersions on the Minnesotans, how- 
ever. It is also true that many of these large 
lesions are now being treated in our state by the 
state-operated tumor institute and are not com- 
monly seen by the private physician. 

Distances in Texas incur trouble and expense, 
both of which are, indeed, a deterring factor to the 
ignorant and the poor patient to travel from their 
community to the distant tumor hospital. This 
would tend to increase the small lesions in our 
series. 

This particular presentation can be considered 
a pilot study and indicates differences do exist in 
skin cancer in various locales. This report may 
possibly act as a stimulus for a more compre- 
hensive study of a larger series of cases over a 
longer period of time, which might, in turn, clarify 
these differences. 

With regard to Dr. Ayres’ question, this short 
statistical survey does not indicate that sun has 
very much to do with the production of basal cells. 


However, Dr. Lehmann and I feel very strongly 


that actinic rays do play an important part in 
stimulating the onset of basal-cell carcinoma in our 
locale. 
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The Comparative Effect of Various Wet Dressings 


upon Aseptic Cutaneous-Wound Healing in Man 


RAY O. NOOJIN, M.D.; ROBERT A. LEWIS, M.D., and CHARLES H. LUPTON, M.D., Birmingham, Ala. 


Wet dressings are an effective derma- 
tologic tool frequently used for multiple pur- 
poses—bacteriostasis, debridement, relief of 
pruritus, mechanical protection, application 
of heat and cold, keratolytic action, and 
healing effect." Since many different solu- 
tions are applied empirically by physicians 
in the form of wet dressings, a study was 
undertaken to determine the comparative 
effects of several solutions upon aseptic 
wound healing in man. Except for aseptic 
wound repair, no other facets concerning 
the use of wet dressings will be discussed. 

Standard textbooks of pathology describe 
wound healing and are generally in agree- 
ment as to the processes concerned.* These 
texts explain that in the open type of wound 
(without close juxtaposition of wound 
edges) the gap is filled with a mixture of 
coagulated blood, fibrin, and inflammatory 
exudate, and in and upon this the fibroblasts 
and endothelium build granulation tissue. 
The process of granulation tissue formation 
begins at the base of the wound and pro- 
gresses to the surface. Polymorphonuclear 
leukocytes are seen early and are soon 
followed by macrophages and lymphocytes.* 

New regenerates from the 
sides of the wound from normal epidermis 


epithelium 


by a “sliding out” process across the granu- 
lation tissue, with mitosis taking place in 
the older epithelium some distance from 
the edge of the injury.®* It is felt by one 
author that in order for epithelium to 
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migrate a substratum of mesenchyme is 
required.” 

Gillman et al.” offer a somewhat different 
viewpoint. Their concept states that the 
first tissue to regenerate and bridge the 
incisional gap is the epithelium and that this 
epithelium always inverts and grows into 
the depth of the wound. Four to six days 
after injury there develops just beneath 
the new epithelium a dermal response in 
the form of a glycogen- and protein-rich 
exudate. This exudate raises up the overly- 
ing epithelium in blister-like blebs. On the 
6th-10th days there is seen an infiltrate of 
numerous round cells beneath the new epi- 
thelium as well as capillaries growing into 
the subepithelial exudate. Reticular fibers 
are also deposited. These authors, in addi- 
tion, aver that connective tissue regeneration 
takes place from blood cells which migrate 
into the subepithelial exudate from the blood 
stream itself and from the previously oc- 
curring perivascular cuffing of round cells 
and not from activation of existing dermal 
hbrocytes. Too, they believe that the blood 
and tissue fluid released at the time of 
wounding play no role in repair other than 
in a protective fashion. 

>y using Thiersch’s donor sites Gillman 
et al? found that new surface epithelium 
regenerated from neighboring undamaged 
skin, hair follicles, and sebaceous gland 
ducts. The outgrowing epithelium forms 
“pseudorete pegs” which invade the dermis. 
These invading spurs of epithelium become 
detached; are surrounded by lymphocytes, 
histiocytes, and fibrocytes, and eventually 
are treated like foreign bodies. The authors 
concluded that wound healing was dépendent 
upon the maintenance of a delicate balance 
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between new connective tissue and regener- 
ating epithelium, with each, in turn, in- 
fluencing the other. 

Dunphy and Udupa divide the normal 
pattern of wound healing into two phases: 
The first is a productive or substrate phase, 
beginning shortly after wounding, with a 
duration of approximately five days.’ Dur- 
ing this phase mucopolysaccharides and 
soluble protein precursors of collagen are 
produced. The second phase follows and is 
the collagen phase, wherein normal collagen 
fibers are produced, This continues until 
healing is complete. 

A perusal of the more recent literature 
did not reveal any study of the effects of wet 
dressings and various compress materials 
upon wound healing. Randall and Randall ™ 
used the abraded skin of rats to investigate 
the effect on wound healing of various 
preparations; however, none of these was 
used in the present study. They found that 
reepithelization of abraded skin varied in- 
versely as the degree of irritability of the 
substance applied. Such substances as scar- 
let red were found to be irritating and con- 
sequently retarded wound repair. 


Material and Methods 


In order to make comparative studies of the 
effects of various solutions upon the elements in- 
volved in wound repair (reepithelization, cellular 
infiltrate, elastic tissue, collagen, polysaccharides, 
and other carbohydrates), both histologic and histo- 
chemical methods were used. 

Six hospitalized patients with nondermatologic 
disorders were utilized for study (five Negro 
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Figs. 1, 2, and 3—Brass guard and handle for 
holding diamond-cutting tool. X, brass guard and 
handle control depth of wound. Y, cutting tool 
flat-edged..wheel type diamond instrument 0.25 cm. 


=e 1.25 cm. Z, flat stamped brass plate with 


central opening sufficiently large to control length 
and width of wound. 
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women, ages 30, 34, 39, 40, and 50 and one white 
man, age 32). None of these had received or 
were receiving steroid therapy. 

On the posterior thoracic region of each patient, 
six abrasions (2 cm. long X 0.5 cm. wide X 2 mm. 
deep) were made approximately 6 cm. apart. A 
dental S. S. White Clinic Type Bench Motor with 
diamond-cutting tool which operated at 3,000 rpm 
was used to make the abrasions (Figs. 1, 2, and 3). 
For the cutting tool a flat-edged wheel type diamond 
instrument 0.251.25 cm. was used. The wound 
was made aseptically, and ethyl chloride was 
used locally for anesthesia. A flat stamped brass 
plate was employed with a central opening suf- 
ficiently large to control the length and width 
of the wound. A guard partially covering the 
cutting wheel would not allow a cutting depth over 
2 mm., or to about the mid-dermis (Figs. 1, 2, 3). 


Wet dressings were applied to five of the six 
wounds continuously for eight hours each day for 
five consecutive days. The untreated lesion served 
as a control and was protected with a perforated 
plastic cup. The dressings were wet sterile cotton 
gauze sponges and were removed every hour for 
eight hours, after which a new sterile freshly wet 
dressing was reapplied. Each dressing was covered 
with clear plastic sheeting slightly larger than 
the wet dressing and held in place by rubber bands 
attached to adhesive-tape moorings. Aluminum 
acetate (Burow’s) solution 1:20, potassium per- 
manganate 1:4,000, urea 3%, isotonic saline, and 
sterile water were the five preparations used. Each 
agent was sterile when applied. When the wet 
dressings were removed at the end of each eight- 
hour period, all wounds were covered with a dry 
sterile cotton gauze sponge; only during this period 
was the patient allowed to lie on his back. 

At the end of 72 hours a surgical biopsy speci- 
men was removed from the lower end of each 
wound under 1% procaine local anesthesia. Wet 
dressings were resumed, and on the fifth day similar 
specimens were excised from the superior portion 
of each wound. One-half of each specimen was 
fixed in absolute alcohol and refrigerated at —14 
C until prepared histologically; the other half was 
fixed in neutral buffered 10% formalin without 
refrigeration. 

After the fifth day all wounds were covered with 
sterile cotton gauze sponges and were redressed 
daily until completely healed. All wounds were 
completely healed clinically by the 10th postopera- 
tive day. 

Four histologic staining techniques were selected 
to demonstrate the more important aspects of wound 
healing, namely, the general morphology, collagen, 
elastic tissue, and carbohydrates, including the 
acid polysaccharides. The hematoxylin and eosin 
stain was employed to demonstrate the general 
morphology. Carbohydrates were shown by the 
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use of the alcian blue-periodic acid-Schiff ( AB- 


PAS) reaction.” The alcian blue stain shows 
acid groups, presumably polysaccharides. This, 
followed by the periodic acid-Schiff (PAS) re- 
action, allows simultaneous demonstration of acid 
groups and 1,2-glycols of polysaccharides. One- 
tenth per cent alcoholic toluidine blue was employed 
as a metachromatic stain for acidic poly- 
saccharides.*"* The difficulties attending the use 
of toluidine blue limit its usefulness. Dry section- 
ing on some of the alcohol-fixed specimens was 
done to preserve as much as possible of the water- 
soluble carbohydrates. Collagen and elastic tissue 
were stained by the orcein-Van Gieson method. 


An estimation of the amount of each histo- 
chemically detectable substance was made by grad- 
ing the reaction from 1+ for faint staining up to 
4+ for the most intense reaction seen. Epitheliza- 
tion at the wound site was also graded with this 
plus schema. A 1+ estimate signified beginning 
epithelization, whereas a 4+ estimate indicated 
complete reepithelization of the wound. 


Results 


Third Postoperative Day.—Generally, on 
the third day of healing there was seen mi- 
croscopically an area of injury through the 


Fig. 5.—Section of wound 
on third postoperative day. 
Note that crust stains 
heavily because of the pres- 
ence of periodic acid-Schiff- 
positive material. Alcian 
blue-periodic acid- Schiff 
stain; X 50. 
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Fig. 4—(a) Section of 
edge of wound on third 
postoperative day. Arrow 
denotes down growth of 
epithelium progressing 
under crust. Hematoxylin 
and eosin; reduced ap- 
proximately 45% from 
mag. X 100. (b) Higher 
magnification ot epithelial 
projection seen on third 
postoperative day. Hema- 
toxylin and eosin; re- 
duced approximately 45% 
from mag. X 430. 


epidermis to the level of the mid-dermis, 
with normal tissue on either side of the 
wound, Covering the surface of the injury 
site was an eosinophilic amorphous material 
(hematoxylin and eosin stain) consisting 
of coagulum probably composed of plasma, 
fibrin, and tissue fluid extruded from the 
damaged tissue. In the gap between the 
edges of the wound was an eosinophilic 
material in which were many red blood cells 
and cells of the polymorphic and lymphocy- 
tic type. Normal connective tissue was seen 
below the injury, with a disarrangement 
and fragmentation of the collagen bundles 
at the junction between the crust and the 
base of the wound, No sharply demarcated 
line existed between the crust and the dermis. 
At the lateral borders of the wound short 
strands of epidermal cells (2 to 3 cells 
thick) were seen extending down to the 
dermis below the edge of the crust (Fig. 4). 
Epidermal mitoses were only rarely seen. 


The crust, which contained plasma, fibrin, 
tissue fluid, an infiltrate of polymorphonu- 
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clear cells and lymphocytes, and sloughed 
fragments of collagen and elastic tissue, 
showed positive PAS staining after the 
AB-PAS stain (Fig. 5). With the same 
stain and as noted by previous observers, 
the bordering epidermal cells of the mid- 
portion of the prickle layer contained scat- 
tered fine granules of pink material, 
presumably glycogen, in their cytoplasm." 
Neither the basal cells nor the granular- 
cell layer had AB-PAS-positive material 
in their cytoplasm. Approximately the same 
amount of reepithelization was present in 
all wounds including the control. Just below 
the surface of the wounded dermis there 
was noted a well-scattered and diffuse blue- 
pink material when stained with AB-PAS. 
This stained a deeper hue than the sur- 
rounding normal uninjured dermis. These 
findings were similar in all treated lesions 
and the control. 

The orcein-Van Gieson stain for collagen 
and elastic tissue showed a few black strands 
of elastic tissue and some red fragments of 
collagen in the crust. The area just beneath 
the crust in the dermis revealed the collagen 
bundles to be rather edematous, with some 
of the collagen bundles disoriented, lying 
almost perpendicular to the skin surface 
rather than paralled. No newly formed col- 
lagen or elastic tissue was noted. 

The orderly events of recovery on the 
third day as shown by regenerating epi- 
thelium, increased amounts of polysaccha- 
rides and other carbohydrates, and equal 
amounts of cellular infiltrate indicated a 
comparable progression in all wounds. 

Fifth Postoperative Day.—In the fifth 
day specimens the same general picture as on 
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the third day was seen; in addition, tongues 
of epithelial cells were extending downward 
and outward over the base of the wound 
beneath the crust (Fig. 6). These extensions 
of epithelial cells were three to four times 
longer than those noted in the third-day 
specimens. They were two to six cells in 
thickness. Even though reepithelization was 
observed in all fifth-day sections, reepithe- 
lization in the control wound was more 
advanced than that of any of the treated 
wounds of four patients. In two of these 
the differences were great, and in two they 
were slight. In the two remaining patients 
epithelial regeneration appeared to be ap- 
proximately equal in all treated wounds and 
the control. 

All the fifth day biopsy specimens showed 
an equal amount of cellular infiltrate but a 
denser infiltrate of lymphocytes and partic- 
ularly polymorphonuclear cells than was 
seen on the third day. Too, in all instances 
of the fifth day the crust showed a more 
pronounced separation from the dermis than 
on the third day. 


The area of the dermis just beneath the 
junction of dermis and crust revealed some 
differences between the third-day and fifth- 
day sections. On the fifth day increased 
edema and clear spaces were noted in this 
portion of the dermis. In the edema fluid 
just beneath the crust were found some cells 
with spindle-shaped nuclei which appeared 
to be fibroblasts (Fig. 7). 


Again, as on the third day, the crust 
showed a positive PAS reaction with the 
AB-PAS stain, which was equal in all the 
fifth-day specimens, and it appeared that 
the hue was deeper than on the third day. 


Fig. 6—(a) Section of 
edge of wound on fifth 
postoperative day. Arrow 
denotes further growth of 
epithelium under crust. 
Hematoxylin and eosin; 
reduced approximately 
45% from mag. X 100. 
(b) Section of edge of 
wound on fifth postopera- 
tive day. Arrow denotes 
epithelium. Hematoxylin 
and eosin; reduced ap- 
proximately 45% from 
mag. 210. 
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A blue-pink color produced by this stain 
was seen in the edematous areas in the 
dermis just beneath the crust and was a 
more pronounced color than on the third 
day. 

The mid-spinosum-cell layer of the epi- 
dermis adjoining the injury had all its cell 
cytoplasm literally filled with strongly PAS- 
positive granules—many more granules than 
on the third day (Fig. 8). All of the epi- 
thelial cells which projected under the crust 
covering the wounded dermis had their cyto- 
plasm filled with PAS-positive material, 
and all resembled the PAS-positive cells 
lying in the middle of the adjacent prickle- 
cell layer. This finding was consistent in 
all the fifth-day specimens. 

No differences were detected in the colla- 
gen and elastic tissue stains of the fifth-day 


Fig. 8—(a) Section of 
edge of wound showing 
periodic acid-Schift-posi- 
tive intracytoplasmic 
granules in new epithelial 
projection on fifth post- 
operative day. Alcian 
blue-periodic acid-Schiff 
stain; reduced approxi- 
mately 45% from mag, 
X 100. (b) Oil-immer- 
sion view of periodic 
acid-Schiff-positive cyto- 
plasmic granules in new 
epithelial cells on fifth postoperative day. 
mately 45% from mag. 970. 
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Fig. 7.—Arrow denotes 
fibroblast lving in the edema- 
tous superficial portion of 
the injured dermis beneath 
crust on fifth postoperative 
day. Hematoxylin and eosin; 


X 970. 


specimens or between the third- and fifth- 
day specimens. 


Comment 


Cutaneous-wound healing is associated 
with a new formation of connective tissue 
and epithelial regeneration. New collagen, 
which presumably furnishes the strength 
for wound healing, is thought to be brought 
about by two factors—elaboration of a pro- 
tein material (probably from fibroblasts) 
and of a carbohydrate material, complex 
polysaccharides (produced by either mast 
cells or connective tissue cells 1°). Appar- 
ently the carbohydrate fraction is necessary 
for the protein component to develop into 
collagen. The elements of this dynamic 


repair process were studied by histochem- 


ical and histological methods. The complex 


ph tren 


Alcian blue-periodic acid-Schiff stain; reduced approxi- 


Vol. 79, March, 1959 


= 


—_ 


EFFECT OF WET DRESSINGS 


carbohydrates were determined by the AB- 
PAS and toluidine blue stains; collagen 
and elastic tissue were identified by the 
orcein-Van Gieson method. Another factor 
associated with wound repair is reepitheli- 
zation, which was studied by observing the 
length of the regenerating spur of epithelial 
cells, epithelial mitoses, and the cytoplasmic 
changes within the involved epithelium. 


The increased presence of AB-PAS- 
positive material, presumably  carbohy- 
drates, on the third day within the dermis 
suggests that wound recovery had begun 
and was under way relatively early in the 
postinjury phase. This compares favorably 
with Dunphy and Udupa’s observation con- 
cerning the healing of wounds in rats." 
They noted either a very short or no lag 
phase, as described by other observers." 

On the fifth day it was observed that the 
staining reactions for complex carbohy- 
drates within both the crust and the upper 
dermis had increased. The spinosum cells 
of the midepidermis at the edge of the 
wound were PAS-positive on the third day, 
and this reaction of the midspinosum layer 
was even more pronounced in the fifth-day 
specimens. This material is presumably gly- 
cogen. Lobitz and Holyoke have pointed 
out that this accumulation of glycogen 1s 
supposed to indicate recovery from injury 
and presumably is significant in the result- 
ing regenerative process. In the reepithe- 
lization process on the third and fifth days 
the midepidermal spinosum cells appear to 
be the most active cells in resurfacing the 
wound. More continuous observation might 
clarify this. Connective tissue healing pro- 
gressed at the same rate of speed in all 
wounds and was impaired in none. No 
evidence of new elastic tissue regeneration 
was seen during the period under study. 

It may be concluded that the solutions 
as used in this study exerted no apparent 
detrimental or beneficial influence on con- 
nective tissue wound healing, when com- 
pared to that of an untreated control. 

Epithelization may be that phase of heal- 
ing which can be retarded by compresses. 


Noojin et al. 


On the third day there were noted no 
differences in reepithelization; but in four 
of six patients reepithelization on the fifth 
day appeared to be less advanced in all 
treated wounds when compared with the 
control. Under the conditions of this study 
there was no evidence of any clearly bene- 
ficial effect upon reepithelization from any 
of the solutions tested. It is apparent that 
the limited number of patients used re- 
stricts the value of these observations. 
Heifetz et al. have pointed out that certain 
surgical wounds may heal satisfactorily 
without benefit of customary surgical dress- 
ings. 


Summary and Conclusions 


The effect of compress solutions upon 
aseptic wound repair in the human skin was 
studied by histologic and histochemical 
methods. Isotonic saline, distilled water, 
aluminum acetate (Burow’s) solution, po- 
tassium permanganate, and urea comprised 
the tested agents. 

A retardation of epithelization in . the 
fifth-day specimens in wounds from four 
of six patients was observed in all treated 
lesions when compared to the untreated 
control. 

No beneficial or detrimental effect of 
compresses upon connective tissue repair 
was detectable. No single solution tested 
appeared to be superior to any other solu- 
tion or to the untreated control. 

Even though epithelization may be re- 
tarded by wet dressings, as observed on the 
fifth day, eventual clinical healing was not 
delayed. These findings would not preclude 
the use of wet dressings upon infected le- 
sions and for other dermatologic conditions 
where their usefulness is generally accepted. 

The demonstration of polysaccharides 
and other carbohydrates on the third day 
again demonstrates the speed of initiation 
of wound recovery and shows that a lag 
phase, if one exists, must be short. All of 
the epithelial cells which were resurfacing 
the dermis beneath the crust had their cyto- 
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ABSTRACT OF DISCUSSION 


Dr. Ropert G. Carney, Iowa City: Dr. Noojin’s 
paper covers the subject beautifully and leaves me 
little to say about the mechanics of wound heal- 
ing. It has long been my conviction that the skin 
heals at a more or less fixed rate under optimal 
conditions, these conditions being a healthy skin 
in a healthy person, the absence of pathogenic 
organisms, and freedom from irritating substances. 
Pending the discovery of an enzyme or hormone 
which actually stimulates orderly cell division, no 
topical or internal remedy is likey to. reduce the 
healing time below that minimum achieved under 
these optimal conditions. Having lived through eras 
of cysteine hydrochloride, split leaf of aloe vera, 
chlorophyll, and red blood cell pastes, I was not 
surprised by Dr. Noojin’s findings, in regard either 
to the lack of efficacy of the wet dressings under 
these conditions or to the fact that the untreated 
control possibly healed even faster. 

As some of you know, we at Iowa have been 
very interested in the skin grafting of leg ulcers, 
one of the facets of the wound-healing problem. 
The reason for our entry into the field of skin 
grafting is interesting and has bearing on this 
paper. At that time, nearly 20 years ago, surgeons 
were preparing the wound or ulcer with strong 
disinfectants, trying to achieve a sterile field. Once 
two consecutive sterile cultures were obtained, 
pinch grafts were applied to this vitiated granula- 
tion tissue, along with petrolatum or cod liver oil. 
The graft was uncovered early, poked at to see if 
it was sticking, and often soaked with disinfectants. 
The results of such techniques were often appalling. 

Our entry into this surgical field was simply to 
discover whether simple nonirritating techniques 
would not give better results. Once reasonably 
clean and healthy granulations were obtained 
through the use of simple wet dressings, the grafts 
were applied to the ulcer, dry dressed without 
greases or other foreign matter, and left strictly 
alone for five days. The results were vastly 
superior, and the only basic modification in this 
method has been the addition of an internal anti- 
infective agent for three days at the time of the 
graft to combat occasional mixed Staphylococcus 
and Streptococcus infections, which caused poor 
results in a small percentage of cases. Here, of 
course, we were not dealing with the clean aseptic 
wound, and Dr. Noojin has pointed out the use- 
fulness of simple wet dressings under conditions 
of infection and inflammation. 

All dermatologists know that irritants must be 
avoided in the treatment of dermatitis, and this 
same rule holds for the healing of wounds, clean 
or dirty. Dr. Noojin shows that even in a clean 
wound wet dressings do no harm, neither helping 
nor hindering the healing process. The healthy 
fibroblast and healthy epidermal cell have a fixed 
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schedule of repair that cannot be modified, at 
present, except for the worse. Dr. Noojin has 
scientifically proved and reemphasized the der- 
matologic maxim, “Do no harm.” 

Dr. Leonard F. Weber, Chicago: The subject 
of wound healing is a daily problem in my practice. 
At least one-fourth of my industrial patients have 
a problem which is due to overtreatment of a 
simple or infected wound of the skin. 

I should be interested in further studies regard- 
ing common antiseptics, as to how long they delay 
the healing of aseptic wounds in cases without 
overtreatment dermatitis. Not all patients become 
sensitized to thimersal (Merthiolate) or nitro- 
furazone (Furacin), although they are in first 
and second choice now. 


The question of wet dressings has interested me 
a great deal for many years. Some years ago, and 
this goes back, probably, 25 years, I became 
interested in the complaint of some patients about 
aluminum acetate (Burow’s) solution being un- 
comfortable and disagreeable. I did not agree 
with all of them. I discovered that if the aluminum 
acetate solution was colored with a few drops of 
methylrosaniline chloride (gentian violet), then it 
became agreeable to those who complained before 
it was uncolored. Nothing much was added, but it 
changed their mental outlook. 


We are all interested in satisfying our patients. 
I agree with many of our patients that some local 
applications stink and stain and are objectionable 
from that standpoint. Recently, I have realized 
more than ever before that ointments, lotions, and 
wet dressings which, at least, are pleasing to the 
patient’s eye will not aggravate his tension and 
ulcer. Industrial patients of the rough-and-ready 
type, particularly the men, prefer an ointment which 
is colored slightly, say orange or red, to one which 
is just white. Of course, men prefer red or yellow. 
Women prefer softer shades. 


Color of the lotions, wet dressings, and internal 
medication makes a great deal of difference in 
the effectiveness of our treatment in those patients 
with many emotional outlets. Any of you who 
have not read “The Hidden Persuaders” will find 
it rather interesting reading. Certainly, the use of 
pleasing and agreeable local applications is not a 
new subject, but there is more to it than just 
what meets the eye. 


Dr. CHartes C. Denni, Kansas City, Mo.: 
I am reporting three cases: Forty-five years ago, 
there came into the Massachusetts General Hospital 
a Greek with no scrotum. Both testes were bare. 
They were covered with pus and dirt. The surgical 
intern called me and said, “It’s your case.” I 
did not know what to do, so I used nothing but 
dry gauze as a dressing. The next day, the 
condition was improved. The dry dressings were 
continued for 10 days. Healthy granulations had 
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formed by that time. Thiersch’s grafts were placed 
upon these testicles. They all took, and the scrotal 
tissue that had crumbled up against the abdomen 
came down. A perfect result was secured. The 
pattern of the grafts looked like Grandma’s crazy 
quilt. Both J. C. White and C. Morton Smith 
marveled at this job, especially the pattern of the 
scrotal tissue. 


I told this to my commanding officer while I 
was going across to Europe, and he said, “That’s 
interesting if it’s true.” We had two cases come 
in where they had stepped in a landmine, and, 
by some miracle, I do not know what, their 
scrotal tissue was blown off without injuring the 
testes. We followed the same procedure of dry 
dressings and skin grafts for 10 days, and so we 
got two perfect results. In my life, therefore, 
as a surgeon of this type, I have restored happily 
the scrotal tissue of three persons. 


Dr. HERMANN Pinkus, Monroe, Mich. : I like to 
refer to some experiments which Dr, Nicholas 
Gimbel of the Department of Surgery of Wayne 
State University did some years ago and in which 
I helped to interpret the results (Gimbel, N., et al. : 
A Study of Epithelization in Blistered Burns, 
A, M. A. Arch. Surg. 74:800-803 [May] 1957). - 
The subjects were medical student volunteers. With 
the area under lidocaine (Xylocaine) hydrochloride 
anesthesia, burn blisters were produced by con- 
tact with the end of a weighted copper cylinder, 
l cm. in diameter, through which water from a 
thermostatically controlled bath vigorously recircu- 
lated. Some bullae were left undisturbed; some 
were aspirated, and others were unroofed. The 
burned areas were excised 5 to 14 days later for 
histologic study. Reepithelization was found to be 
fastest when the bullae were left intact. At the 
same time it was surprising for me to see the 
comeback power of the damaged dermal structures. 
At five days, most of the cells in the upper half 
of the corium appeared dead or degenerating. 
At the end of two weeks, hair follicles, glands, 
and blood vessels were repopulated from surviving 
deeper elements. 


Another point on which I should like to comment 
is this question of which of the epithelial cells 
really migrate over the wound. Dr. Montgomery . 
mentioned yesterday Dr. Hartwell’s conclusions 
that the basal cells are relatively inactive and that 
the prickle cells seem to be the more active. I 
think that one can look at the situation in a dif- 
ferent way. It has been well established by many 
workers that mitosis in the epidermis always occurs 
a few millimeters remote from the wound margin 
and that cells which are newly produced and also 
old cells become mobilized and cover the denuded 
surface by migration. The basal cells are ap- 
parently well fixed to the corium. They have a 
harder time to free themselves and to migrate, 
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so the higher cells, the prickle cells, at least those 
that are not fully keratinized as yet, begin to 
migrate earlier. But, really, the whole epidermis 
temporarily becomes an undifferentiated tissue. Or, 
as Argyris has said recently, there is modulation 
of various epithelial cells into an undifferentiated 
form. The events in wound reepithelization are 
another example that in the skin all the epithelia, 
even if they are already fairly far differentiated, 
can regress to an immature form and do almost 
anything that is required of them; that is, they may 
form new epidermis, both from old epidermis and 
from hair follicles. Possibly they even form new 
appendages. 

Dr. RupoLfF L. Barr, New York: The effects of 
wet dressings on cutaneous lesions must vary with 
different types of lesions. Most dermatologists 
use wet compresses for superficial acute or sub- 
acute and vesicular inflammatory processes and for 
subjective relief from itching, burning, and heat, 
rather than for wounds. 

The effects of wet dressings on wounds to some 
extent depend on the depth of the wound, Dr. 
Noojin showed that in his wounds epithelization 
principally took place from the edge and not, as in 
the wounds cited by Dr. Pinkus, from the ap- 
pendages at the bottom of the wound. Some years 
ago Dr. Sulzberger, Dr. A. Kanof, and I did some 
studies on healing and therapeutic effects on 
thermal burns. These were produced in a standard- 
ized manner with the Henriquez-Mortiz thermal 
burn apparatus in symmetrically situated sites on 
the arms and then treated on one side by one 
method and on the other side by a standard or 
control method (Ann. Surg. 125 :418, 1947). Owing 
to the fact that the burns were quite deep, mostly 
third degree, there was slough formation which 
first had to be removed before the wounds could 
heal. In our studies it was shown that the 
therapeutic application of gels containing certain 
acids had a substantial influence on the speed with 
which debridement of the wound bed took place 
and, consequently, also on the time required for 
healing of the wounds which remained after re- 
moval of the slough. Weakly dissociated acids, 
e. g, pyruvic acid and phosphoric acid, appeared 
to be most efficient in this action. 

The results of Dr. Noojin’s work with various 
wet dressings are applicable to the particular type 
of wound which he produced and the therapeutic 
materials he employed. They should not lead one 
to condemn wet dressings in general as useless. 

Dr. Louis H. Wryer, Beverly Hills, Calif. : 
R. Brett and O. Braun-Falco, (Arch. Dermat. u. 
Syph. 200:515-520, 1955) wrote that the periodic 
acid-Schiff stain was positive in the prickle cells 
of prickle-cell carcinoma and negative in the basal 
cells of basal-cell carcinoma. I observed Dr. 
Noojin’s demonstration that the periodic acid-Schiff 
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stain was positive in the regenerating epithelium, 
showing definitely that the prickle cells are active, 
as is the case in the proliferating cells of prickle- 
cell carcinoma. 

Dr. Marion B. Sutzpercer, New York: I 
should like to add just a few things to what Dr. 
Pinkus and Dr. Baer have said. 


I should like to describe this burning apparatus, 
because it is such a useful tool. It was devised 
by F. C. Henriquez and A. F. Moritz, at that time 
at Harvard. It was designed for use during the 
war, to study the healing of thermal burns and 
wounds (Sulzberger, M. B.; Kanof, A., and Baer, 
R. L.: Studies on the Acid Debridement of Burns, 
Ann. Surg. 125:418 [April] 1947). This apparatus 
consists of a little metal cylinder which is filled 
with fluid, and around this cylinder there is an 
electric heating coil. The cylinder can never get 
appreciably warmer than the boiling point of the 
fluid it contains. So if one puts methyl alcohol 
in, one gets a lower temperature than if one puts in 
water, etc. This is a very ingenious way of deter- 
mining the temperature of the burning contact. 
Then, there is a spring which presses the cylinder 
down threugh a guard, so that one can set the 
distance it projects and get a certain amount of 
pressure on the skin, And then, of course, one can 
vary the time during which one applies it, and 
so one cam vary all the factors and always get a 
constant-stzed burn, with constant predetermined 
and selected pressure and temperature for whatever 
period ot exposure time one wishes. 


Now, in studying these burns, in each subject 
two practically identical burns placed for paired 
comparison symmetrically on two arms, Dr. R. 
Baer, Dr. A. Kanof, and I had at our disposal 
very excellent ways for evaluating different 
methods of treating second- to third-degree thermal 
burns. The burns we produced were mostly third- 
degree burns. In those, one found two things. 


One was that the only measure we discovered 
to make the treated burn heal more quickly than 
the control was to take out the necrotic tissue. 
That made a very appreciable difference, a 
statistically significant difference in healing: time. 
Even infection did not make much difference in 
the rate of healing, in the long run. But chemical 
debriding did help, very substantially, in third- 
degree burns of this type. 

The other point that our study showed was 
that in the depths of these wounds, when we took 
off the slough, we had a rather clean base. When 
we examined biopsy specimens of that base, there 
were no surface structures and no surface 
epithelium, but only rests of sebaceous and sweat 
glands; yet from these glands, islands of surface 
epithelium were generated, and finally the com- 
plete epidermal covering. This was our first 
evidence of what Dr. Pinkus has just said, namely, 
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that the glandular epithelium can regenerate into 
surface epithelium. I think that Lobitz has shown 
similar transformation in his experiments. 

Dr. Ray O. Noojin, Birmingham, Ala.: I 
should like to comment on three of the points that 
were raised. The abraded skin of rats has also 
been used to investigate the local effect on wound 
healing of a number of preparations (Randall, P., 
and Randall, R. J.: The Effects of Various 
Methods of Treatment on Wound Healing, Plast. 
& Reconstruct. Surg. 14:105, 1954). It was note- 
worthy that a number of preparations, including 
scarlet red ointment and Balsam of Peru, were 
irritating and interfered with wound healing. The 
rate of healing of the abraded skin apparently 
varies inversely as the degree of irritability of 
the substance applied. 
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As regards the regeneration of epithelial cells, 
we actually saw very few mitotic figures even 
though the tissue removed was fixed within two 
or three minutes after biopsy. As Dr. Pinkus 
and others have noted, these mitotic figures are 
usually found in the older epithelium some distance 
from the edge of the wound. 

I agree with Dr. Baer’s comments. We realize 
the limitations of an investigation of this type. 
On the other hand, it should be pointed out that 
all wounds, including the control, had the same 
opportunity to heal except for the solutions applied. 
Under no circumstances should my remarks imply 
that wet dressings are to be deplored for use in 
those conditions where their empiric usefulness 
is generally accepted. 
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Subcutaneous Filarial Infections 


A Report of Two Additional Cases from Florida 


WILEY M. SAMS, M.D., and J. WALTER BECK, Ph.D., Miami, Fla. 


The filarial worms for which man is a 
normal host are not indigenous to the 
United States. Numerous other species of 
this family, however, are common parasites 
in fur-bearing animals of this country. 
Dogs, notably in this area and elsewhere in 
the coastal and Gulf States, are commonly 
infected with a heartworm, Dirofilaria im- 
mitis. This is an adult filarial worm which 
matures in the right heart and adjoining 
blood vessels. It is not to be confused with 
the very common intestinal parasites of the 
cat and dog, Ancylostoma braziliense and 
Ancylostoma caninum, and their larval 
stages, which produce the lesions of creep- 
ing eruption on the skin, so common to this 
area during wet periods. 

A survey of the literature reveals a total 
of 37 cases of human infection with spuri- 
ous filarial parasites of lower animals which 
have been recorded. Of the three cases re- 
ported in the United States, all were found 
in Florida, two from West Palm Beach +? 
and the third in Jacksonville.” The follow- 
ing two cases are the first to be reported 
from the greater Miami area of infection 
with the spurious filaria of lower animals. 


Report of Cases 


Case 1.—A housewife, aged 43, was seen May 9, 
1957, with an inflammatory cystic lesion in the 
center of the left cheek. She believed her difficulty 
was due to a parasite which crawled under the 
skin, and she dated the onset of her trouble to 
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Fig. 1.—Course of filarial parasite described by 
patient in Case 1. The tendency to migrate in 
the loose tissue of the eyelids, about the conjunc- 
tivae, led to the original designation of this parasite 
as Dirofilaria conjunctivae when it appears in 
man. Though causing an inflammatory reaction, 
it leaves no clinical evidence of a residual track. 


a minor injury which she had sustained on the 
right side of her forehead. Subsequent to this 
event, she had made a trip to the Myakka River 
area on the west coast of Florida, and she believed 
that she had acquired her difficulty either on this 
trip or from the injury which had previously 
occurred, In any event, she developed a migrating 
lesion on the forehead. which produced at times 
a crawling, tingling, or itching sensation. After 
several days, the upper left eyelid became swollen 
near the outer canthus. It was inflamed, and she 
felt a “gnawing” sensation. She claimed the “eye 
became red and inflamed, and the eyelid puffy.” 
After a time this process localized near the edge 
of the upper lid at the outer canthus, and it appeared 
as if a sty were forming. Later, the swelling ap- 
peared on the lower lid near the lacrimal papilla, 
and itching, inflammation, and swelling occurred 
in this region. Again, the symptoms were described 
as “gnawing” and disconcerting, with a fiery 
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times. 
As swelling and induration increased in the area, 


stinging sensation that prevented sleep at 


she consulted several physicians with a story of 
She internist, a 
second physician who had an office in her neighbor- 
hood, and a dermatologist, but none of them con- 
sidered the condition she presented could be the 
result of a parasite, nor was there a residual track 
o-a 


having a “parasite.” saw an 


reaction. At the 
time of examination the lesion was sharply localized 
in the center of the left check and the skin appeared 
to be under tension, as if 


migrating inflammatory 


there were a localized 
(Fig. 1). Although 
swelling had occurred on the 


area of purulent exudate 
areas of 
check, 


here of inflammatory reaction. 


transient 


lip and there was no residual evidence 
Since she had the 
scars of many cystic lesions from an old acneiform 
eruption, this was accepted as a lesion of similar 
character with secondary infection. A small inci- 


sion was made in the center of the inflamed nodule, 


Fig. 3.— Photomicro- 
graph of dirofilarial 
parasite taken after pres- 
ervation. 
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Fig. 2—Diagrammatic 
representation of coiled 
parasite to illustrate size 
in comparison with a mi- 


croscope slide. Parasite 
measured 0.25 mm. in 
diameter and 7 cm. in 
length. 
and slight pressure was applied. No pus or 
sebaceous material was discharged, but a clear 


gelatinous exudate, containing a small, coiled, pink, 


translucent, thread-like body appeared. This was 


placed on a slide in a drop of tap water (Fig. 2). 


ss: & 
As the coil was teased apart, athetoid movement 


was noted, and a thread-like organism in two parts 
for 


Was 


the low- 


power objective, fine horizontal cuticular striations 


present examination. Under 
could be seen, as well as a central alimentary canal 


and what appeared to be an opening near the 
Sub- 
sequent examination disclosed a filariform parasite 
0.24 


approximately 7 cm. in length. 


sharply pointed end of the longer segment. 
diameter and 
The 


immature 


which measured mm. in was 


structure of 


the organism was that of the female 


filariform worm, D. immitis. The lesion described, 


and all symptoms, promptly disappeared after 


removal of the parasite. 
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Case 2.—A woman, approximately 60 years old, 
consulted her physician * because of a lump in her 
left breast. Clinically, he felt the appearance 
suggested fat necrosis, or perhaps a scirrhous type 
of carcinoma. When excised and submitted for 
pathologic examination, it apparently showed a 
granulomatous type of tissue; it was reported as 
an inflammatory reaction (July, 1956). At a later 
date, she developed a_rubbery-like tumor of 
nodular character on the right forearm. This lesion 
was excised and submitted for histologic examina- 
tion and was found to contain a parasite, with 
many cross sections of the organism in the sections 
examined. A subsequent review of the inflammatory 
lesion from the breast revealed a parasite of 
similar character. These sections were subsequently 
reviewed by parasitologists, who felt that the 
parasite was a filarial worm but were unable to 
identify the organism in the sectioned material. In 
reviewing the history with this patient, a crawling, 
tingling, gnawing sensation was reported as having 
occurred in the lesien on the forearm, but it had 
not been noticed in the lesion on the breast. 


Comment 


All infections from Florida, including the 
two cases here reported, are those of para- 
sites identified as Dirofilaria conjunctivae. 
This species was established by Desportes 
in 1939-1940 for immature female filariae 
recovered from man and regarded as iden- 
tical to the worm described by Addario in 
1885. Since no mature males have been 
recovered as yet, species identification is not 
possible at this time. The designation D. 
conjunctivae has been temporarily selected 
for convenience, since a number of para- 
sites have been recovered from the eyelid 
or tissues adjacent to the eye. 

It is of interest to note that the heart- 
worm of dogs, Dirofilaria immitis, is mos- 
quito-borne. In view of the fact that 
humans in this area are bitten repeatedly 
by the same mosquitoes, the thought natur- 
ally arises that possibly the human infection 
reported here is that of D. immitis. It has 
been suggested by Faust? that D. conjunc- 
tivae may be D. immitis in an abnormal 
host. In 1956, Newton and Wright? re- 
ported for the first time in the United 
States another filarial worm in dogs. The 


* Reported with permission of Dr. Ferdinand 
Kauders, Miami, Fla. 
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adult parasite was found in the subcutane- 
ous tissue of the host, and the microfilaria 
produced were morphologically different 
from those due to heartworms. Since D. 
conjunctivae in man is found in the skin 
and subcutaneous tissue and the new filarial 
parasite of dogs is likewise subcutaneous in 
habitat, one is led to suspect that D. con- 
junctivae may possibly be synonymous with 
this parasite. The new filarial worm in dogs ` 
had been tentatively classified in the genus 
Dipetalonema, and the chief intermediate 
host, experimentally at least, appears to 
be the dog flea. Thus another parasite must 
be considered as the possible species found 
in man and another vector suspected as a 
source of this rather unusual 
infection. 

For physicians in Florida in particular, 
and those elsewhere in the United States, 
the significant point to date is the appear- 
ance of five cases involving the skin and 
subcutaneous tissue in which the spurious 
filariae of lower animals has been recov- 
ered. One might rightly surmise that other 
cases have occurred and passed undiagnosed 
to terminate spontaneously. It is hoped that 
physicians, especially those in Florida, or 
those who see patients from Florida, will 
bear in mind this possibility, and excise, or 
carefully open, suspicious cysts and avoid 
the destruction of parasites which may be 
present. Parasitic material of this type is 
best held at icebox temperature pending 
fixation and adequate examination. 

Examination of the blood in Case 1 did 
not reveal microfilariae. They are readily 
demonstrated in the blood of dogs who 
harbor fully matured parasites of either 
species. When microfilariae are present, a 
proper identification of the parasite may be 
made. In such cases an attempt should be 
made to infect a suitable arthropod host 
in order to complete the life cycle. In this 
manner additional light may be cast on this 
as yet unsolved parasitic disease in man. 


parasitic 


Summary 


Two additional cases of infection caused 
by Dirofilaria conjunctivae are reported. 
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SUBCUTANEOUS FILARIAL INFECTIONS 


This brings to five the number of cases 
reported from this country, all from Flor- 
ida. Suggestions for further investigation 
and study are made for physicians who may 
observe additional filarial infections of this 
type. 

308 Ingraham Building (32). 
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ABSTRACT OF DISCUSSION 


Dr. Witit1AM L. Doses, Atlanta: These case 
reports are most interesting. 


Filariasis is an infection with one or more of 
several true filarial worms. Filarial worms are 
characteristically thread-like in appearance. Prob- 
ably, the best known  filarial infection is 
elephantiasis, produced by Wuchereria bancrofti. 
Infected mosquitoes introduce the larva into the 
skin, and the microfilariae are later found in the 
viscera and the peripheral circulation, where they 
produce lymphatic obstruction. 


In certain parts of Africa and Asia, ingestion 
of water polluted with the Guinea worm may 
cause dracontiasis. Adult worms develop within 
the host. Later, the viviparous female makes her 
appearance, laden with larvae, in a pea-sized itchy 
indurated lesion which is usually or frequently on 
the foot or leg. 

In equatorial Africa, the mango fly infects 
the skin with Loa loa, producing loaiasis. This 
filaria inhabits the subcutaneous tissues, persistently 
migrating a few centimeters a day in a raised 
serpentine track. It has a tendency to wander 
across the cornea and is thus often called the 
“eyeworm.” 

The filariasis that resembles Dr. Sams’ cases 
most closely is onchocerciasis, which is transmitted 
by the biting gnat, Simulium. It is found in Africa, 
as well as in Guatemala and in southern Mexico. 
The adult worms live tightly coiled in fibrous 
subcutaneous tumors, varying in size from that of 
a pea to that of a small orange. The unsheathed 
microfilariae escape from the parent tumor and 
~ migrate through the skin and subcutaneous tissues, 
often involving the corneal conjunctiva. 


Sams—Beck 


The original case, reported from West Palm 
Beach, was in a 19-year-old girl. The upper 
eyelid showed a _ reddish-gray nodule, firm but 
rubbery, with a coiled thread-like worm about 
50 mm. in length. 

Another case reported from Jacksonville was that 
of a 35-year-old woman who had a small lump 
on her arm. Incision over the site of the lesion 
revealed an actively motile female filaria. 

Microscopically, both cases were examples of 
infection with Dirofilaria conjunctivae. 

There are several interesting features about the 
cases reported by Dr. Sams. The previously 
reported cases from Florida were those of encysted 
subcutaneous nodules. In addition, the first case 
of Dr. Sams developed a migrating lesion, and 
the parasite was finally removed from a tumor. 
The migration was very similar to that of the 
microfilaria of onchocerciasis. 

In Case 2, the first lesion was present in the 
left breast, and, at a later date, another filarial 
tumor developed on the right forearm. A tingling, 
crawling, gnawing sensation was felt, but actual 
migration did not take place. The two lesions 
occurred after an interval which suggested a 
greater likelihood of transfer from a flea, which 
is more likely to remain in the vicinity, than from 
a mosquito. 


There are a few conflicting reports on the 
ability of Dirofilaria to develop in fleas. One can, 
however, find in the literature sufficient basis to 
suspect that there may be more than one dog 
filaria in this country. One should also note that 
the species Dirofilaria is a common cause of filaria 
in dogs over the entire United States. If the 
species has caused five reported cases in Florida, 
why have not similar cases been reported in other 
states ? 


Whatever the case may be, the human apparently 
is not an appropriate host and is physically resistant 
and unadapted to allow penetration of animai 
filaria into the cutaneous blood vessels. In only 
two instances of human infection has Dirofilaria 
been reported internally: Once, a single worm was 
found in the left ventricle in Brazil and once, in 
the inferior vena cava in Louisiana. 


The first case of Dr. Sams also demonstrated 
that the patient’s history often may be more 
important and more helpful in arriving at a correct 
diagnosis than a narration of a seemingly neurotic 
person would indicate. Case reports such as these 
are stimulating and come to remind us of the 
constant need for alertness and investigative rea- 
soning. 

Dr. V. PArpo-CastELLo, Havana, Cuba: When 
I was consulted about this condition, I must say 
that I was much surprised. I had never heard of 
it. Nevertheless, I went to the Department of 
Parasitology of the University of Havana, and 
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I was told that they had never seen a case in a 
human being but that they had seen two beautiful 
specimens in dogs. These dogs were from the 
rural sections of Cuba. Their owners, who prized 
them highly, went to the veterinarian and wanted 
to know if an autopsy could be performed to 
determine the cause of death. This was done, and 
it was found that the hearts of those dogs (one 
of which you saw here) were full of these filaria. 
The classification of this parasite was done by 
the professor of parasitology of the University of 
Havana, and it was called Dirofilaria immitis. 
The condition has not been found in the human 
being in Cuba. All my colleagues whom I con- 
sulted were absolutely ignorant of the presence 
of such a condition in the human being. 
Naturally, we may have passed over some cases 
because we were not prepared, or we did not 
know of the existence of such a condition. Perhaps, 
in the future, the suspicion having been aroused 
in us, we shall be able to contribute to such findings. 
Dr. Donatp M. Pri_sspury, Philadelphia: <A 
couple of years ago, in Africa, I had the op- 
portunity of seeing rather a large number of cases 
of onchocerciasis. I do not know what the relation- 
ship of that particular filaria is to the one that 
Dr. Sams reported, but it is remarkable, in these 
cases, to see the lack of inflammatory reaction 
which is produced by the parasite. Also, in 
onchocerciasis, as you know, some of the lesions 
will be nodular but in other areas where micro- 
filariae invade the skin, the skin looks perfectly 
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normal; yet, if one does a scraping, as for the 
Mycobacterium leprae bacillus, one obtains many 
organisms from what seems to be entirely normal 
skin. 

It is also a curious fact that in Africa, although 
the disease is very common, it is only in certain 
geographical areas that the conjunctiva becomes 
involved. 

Dr. THomAs B. Firzpatrick, Portland, Ore.: 
A few months ago we saw a 35-year-old male 
physician with a presenting complaint of pruritus 
of the lower extremities. The eruption was not 
extensive and involved scattered areas on the 
lower legs and dorsum of the feet and consisted 
of tiny purpuric macules. The lesions were sug- 
gestive of one of the dermatologic purpuras, such 
as Schamberg’s disease. There were two unusual 
features, however; the patient had just returned 
from three months in Central Africa, and on 
careful questioning it was discovered that the 
purpuric lesions were periodic in their appearance, 
occurring in showers. We were able to demon- 
strate the microfilariae of Wuchereria bancrofti 
in direct smears obtained by scraping the lesions. 

In this era of international travel, we must be 
constantly aware of tropical diseases, and in at- 
tempting to diagnose bizarre lesions, we should 
obtain a recent travel history. 

Dr. WiLteEy M. SAMs, Miami, Fla.: I believe 
the subject of parasitology will have to be enlarged 
because, just as Dr. Fitzpatrick has said, the world 
is growing smaller. 


Immunologic Aspects of Herpes Simplex, Herpes 


Zoster. and Vaccinia 


G. DOUGLAS BALDRIDGE, M.D., Beverly Hills, Calif. 


The objective of this paper is to present 
data regarding the immunology of three 
cutaneous viral diseases. These data will 
be used as the basis for a brief discussion 
of certain methods of treatment of these 
diseases. 


Herpes Simplex 


A proper concept of the host-parasite 
relationship in herpes simplex infections is 
basic to an understanding of the immunology 
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of this disease. The virus makes its original 
invasion between the ages of 1 and 5 years 
in a majority of persons. The usual mani- 
festation at this time is a subclinical 
gingivostomatitis. Occasionally, the local 
symptoms are severe and require medical 
attention. Rarely, the virus invades the 
inflamed skin of a patient with a preexisting 
dermatitis. This latter syndrome is called 
eczema herpeticum. Because of the massive 
nature of the onslaught, toxic symptoms are 
more pronounced. 

After this initial penetration, the virus 
goes into a latent state in a localized area of 
the skin, where it remains for the lifetime 
of the patient. The commonest sites of 
localization are the lips, penis, and buttocks. 
While in this quiescent phase, the virus in- 
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Fig. 2.—Expected serum antibody level alterations in patients with herpes simplex and 


vaccinia. 


duces no noticeable symptoms. Occasionally, 
however, the virus “awakens” from its dor- 
mancy and attacks the surrounding tissues, 
producing redness, swelling, and vesicula- 
tion. These symptoms last only a few days. 
The virus then returns to its resting stage, 
only to be reactivated periodically. These 
recurrent manifestations can be “triggered” 
by many factors, such as fever, exposure to 
sunlight, and emotional stress. Herpes virus 
is recoverable from the lesions of both the 
primary and recurrent phases of the disease. 

Unique immunologic changes take place 
during the development of the relationship 
between the host and parasite. At birth 
the infant possesses a temporary immunity 
as a result of passive transfer of antibodies 
through the placenta. This antibody titer 
falls to zero within a few The 
child is now unprotected. When primary in- 
vasion occurs, active antibody manufacture 


months. 


begins and the serum virus neutralizing 
antibody rises to a high level within two 
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weeks. Except for occasional moderate 
spontaneous fluctuations, this high antibody 
titer remains constant for life. This virus- 
neutralizing antibody inactivates the virus 
on direct contact. This is demonstrated by 
the fact that if serum drawn from patients 
having a history of herpes is allowed to 
contact known live herpes virus, subsequent 
injection of the mixture into a susceptible 
laboratory animal will produce no disease. 

Recent experiments by Geller et al. have 
demonstrated the in vivo effectiveness of 
neutralizing antibody.’ These authors have 
confirmed the fact that, during the primary 
attack, the virus may be recovered from 
the blood stream of the patient. Later, as 
the neutralizing antibody levels rise, re- 
covery of the virus becomes increasingly 
more difficult. In another ‘study they in- 
jected live herpes virus into human volun- 
teers, all of whom possessed neutralizing 
antibodies. Blood samples removed from 
the opposite arm of the patient, during and 
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after the injection, failed to yield significant 
amounts of virus. 

From an immunologic standpoint, the 
important feature is the fact that, unlike 
most other infectious diseases, the presence 
of circulating antibodies, “lethal” to the 
virus itself, is no guarantee of immunity 
from recurrent outbreaks. As a corollary, 
there is no increase in neutralizing antibody 
titer during or after a recurrent attack of 
herpes. 

Although one thinks of the immunology 
of herpes as being unique, it is interesting 
to note an observation made in 1936, by 
Wise and Sulzberger: “It is to be recalled 
that circulating antisubstances by no means 
necessarily confer skin immunity even when 
present in high titer. This can be seen, for 
example, in some cases of furunculosis per- 
sisting despite high blood staphylococcus 


©) 


antitoxin titers.” ? 


Although recurrent herpes is seldom more 
than a minor annoyance to the patient, the 
large numbers of persons affected and the 
occasional severe case make control of this 
disease important to the dermatologist. 


Smallpox Vaccination—By far the com- 
monest method of treatment of recurrent 
herpes is repeated inoculations of ordinary 
smallpox vaccine. This technique resulted 
from a report by Gildermeister and 
Herzberg, in 1925.” They claimed to have 
produced a relative immunity of the rabbit 
cornea to vaccinia by prior inoculation with 
the virus of “febrile herpes.” They con- 
cluded that there was a definite immunologic 
relationship between these two viruses. This 
view was soon challenged by Bedson and 
Bland In a well-controlled experiment 
they titrated the infectivity of vaccinia in 
herpes-immune guinea pigs, performed the 
reverse, and finally executed cross neutral- 
ization experiments with both viruses. They 
concluded that herpes simplex and vaccinia 
are totally unrelated. This is the accepted 
view of immunologists and virologists 
today. 

The foregoing evidence might lead the 
critical physician to conclude that smallpox 
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vaccination can be of no value in the man- 


agement of recurrent herpes. The over- 
whelming experience of most dermatologists, 
however, indicates that this method of treat- 
ment is effective in reducing the incidence 
of outbreaks. For example, a recent paper 
by Schiff and Kern describes complete re- 
mission in 52 out of 68 cases of recurrent 
herpes following smallpox vaccination.’ In 
an unpublished study, the same authors have 
observed a much higher incidence of remis- 
sion in a smallpox-vaccinated group as com- 
pared to a control group inoculated with 
heat-killed vaccine. How can one account 
for this apparent beneficial effect? It seems 
unlikely that simple spontaneous remission 
could be responsible for the results obtained. 
Many observers, including myself, believe 
that this effect is due to suggestion. There 
is support for this view. Blank and Brody 
have demonstrated that herpetic recurrences 
can be prevented by psychotherapy alone.’ 
A recent study by Rasmussen et al. indicates 
that mice placed under emotional stress are 
more susceptible to infection with herpes 
than are those in a control group. The 
well-recognized etiologic relationship be- 
tween human emotional stress and herpetic 
recurrences may be construed as further 
support for this concept. Lastly, the cura- 
tive effects of suggestive procedures in viral 
infections has a precedent in the case of 
warts in which psychotherapy ts also effec- 
tive. 

Vaccination with Inactivated Herpes 
Virus.—Injections of formolized herpes 
virus produce some degree of immunity in 
animals.? The same approach has been at- 
tempted in humans. Unfortunately, in man 
such injections produce neither an increase 
in antibody titer nor do they cause clinical 
remission, 

Vaccination with Active Herpes Virus.— 
This method has been used sporadically by 
several physicians. The results are best 
summed up in the recent conclusions of 
Lazar, who stated, “Two instances of homo- 
vaccination using unmodified material taken 
from the sites of recurrent herpes simplex 
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infection are reported. In both cases a 
second site of recurrent herpes simplex was 


initiated. No benefit followed this ap- 
proach,” 10 


Herpes Zoster 


In order to collect data pertaining to the 
nature of neutralizing substances in humans 
with a viral infection, laboratory animals 
susceptible to that particular disease are 
essential. There is no animal other than 
man susceptible to zoster. As a result, know- 
ledge of the immunology of this condition 
is rudimentary. Recent experimental work 
with human tissue cultures are interesting 
but are not yet of practical value. Because 
of the rarity of recurrent zoster, it is safe 
to infer that immunity of some sort develops 
during the course of the disease. The demon- 
strated specific agglutination of zoster 
elementary bodies by convalescent zoster or 
varicella serum also indicates that there is 
an immunologic response in zoster patients. 
Some attempts at immunotherapy have been 
made during recent years. These have been 
confined to injections of y-globulin or con- 
valescent serum during the course of the 
illness. Beneficial results have been claimed 
for this method of treatment, but these 
claims have been based on uncontrolled 
clinical studies only.!? Experience with 
other viral diseases indicates that by the 
time the symptoms appear the virus has 
reached the intracellular position and is not 
susceptible to circulatory immune substances 
because of the impermeability of cell walls 
to antibodies. A recent study by the 
Burgoons’ and Baldridge showed that the 
occasional spectacular case of zoster has 
unfavorably colored the clinical picture of 
this illness in the minds of many clinicians 
and that zoster is a much more benign dis- 
ease than was heretofore realized.!? It may 
well be that the patients for whom beneficial 
results were claimed by immunotherapy 
were merely following the natural course 
of the disease. A well-controlled clinical 
investigation should settle this matter. 
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Vaccinia 


In contrast to zoster, the immunology of 
vaccinia has been explored very thoroughly, 
probably more than any other viral disease. 
The effectiveness of vaccination in the pre- 
vention of smallpox and vaccinia has been 
recognized since the time of Jenner. The 
solid immunity produced by vaccination is 
due to the development of circulating serum 
virus-neutralizing antibodies. These anti- 
bodies reach a potent level within two 
weeks after vaccination. They remain at an 
effective titer for three years or more. 
Other types of antibodies, such as comple- 
ment-fixing, also develop, but these are of 
less importance to the clinician. 

Of the numerous cutaneous manifestations 
of human vaccinia, I shall discuss only 
three: eczema vaccinatum, generalized vac- 
cinia, and progressive vaccinia. 

Eczema Vaccinatum.—Eczema vaccina- 
tum follows the inoculation of vaccinia virus 
into the broken skin of a person with a 
preexisting skin disorder, such as atopic 
dermatitis. If this person is deficient in 
specific neutralizing atibodies, the virus is 
able to propagate rapidly and establish 
multiple sites of infection on the skin sur- 
face. Whether this spread is hematogenous 
or via the skin surface has not been deter- 
mined. Once the disease begins, the prog- 
nosis for the patient depends on his ability 
to form neutralizing antibodies. In most 
untreated cases, antibody formation begins 
promptly after the infection is initiated and 
regression of the lesions begins after about 
one week. Some patients, however, are slow 
or unable to form antibodies and may be 
overwhelmed by the virus. In such patients, 
the early injection of specific vaccinial 
immune globulin may be of benefit.'* This 
material is prepared from blood collected 
from donors who have been successfully 
vaccinated against smallpox four to eight 
weeks prior to donation.* Cases of accidental 
inoculation of vaccinia in vital areas, such 
as the cornea, should be given specific 





* Available from Dr. Henry C. Kempe, Univer- 
sity of Colorado Medical Center, Denver. 
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immune serum for protection. Generalized 
vaccinia is similar in all ways to eczema 
vaccination, except that the spread is prob- 
ably hematogenous. Again, if given early 
enough, specific immune globulin may be 
effective. 

Progressive Vaccinia—This is a rare 
complication of ordinary smallpox vaccina- 
tion. It is characterized by steady enlarge- 
ment of the vaccination site and the 
formation of progressive satellite lesions. 
It is usually seen in patients who have a 
defect in y-globulin formation. 

In cases of agammaglobulinemia the dis- 
ease is routinely fatal despite any method of 
treatment. If, on the other hand, the y-glob- 
ulin produced by the patient is defective, 
(dysgammaglobulinemia) specific immune 
therapy may be of value.’ 

It is of interest that most children with 
agammaglobulinemia go through the small- 
pox vaccination procedure without abnormal 
manifestations. This is possibly explained 
by the presence of immune systems inde- 
pendent of y-globulin, which have been 
described recently. 


Summary 


The immunologic responses of humans 
infected with herpes are unique. Human 
serum containing these antibodies protects 
susceptible experimental animals from in- 
fection. The presence of circulating anti- 
bodies in the blood stream of the patient 
confers no protection against recurrent at- 
tacks of herpes. Recurrent herpetic attacks 
do not stimulate antibody production as does 
the initial invasion. 

Present methods of treatment involve at- 
tempts to raise neutralizing antibody titers. 
None of the methods employed have accom- 
plished this objective. Even if antibody pro- 
duction could be increased, this would be of 
no value because those patients afflicted with 
recurrent herpes routinely possess a very 
high level of circulating virus-neutralizing 
antibodies. 

There are two practical approaches to the 
control of recurrent herpes. The first is the 
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avoidance of trigger factors, such as expo- 
sure to sunlight. The second is the use of 
repeated smallpox vaccination. The reason 
for the success of this type of therapy 1s, 
as yet, undetermined. It is probably a result 
of psychological suggestion, analogous to the 
results obtained by suggestive procedures in 
wart therapy. 

Immunotherapy of zoster with y-globulin 
and convalescent serum has been tried in 
an occasional case. Judging from the evi- 
dence presently available, it is doubtful if 
such therapy influences the course of this 
disease. 

Specific immune globulin is available for 
the prevention and treatment of human 
vaccinia. This material should be effective 
if given before the onset of symptoms. Its 
efficacy as a form of therapy has yet to be 
proved, 


133 S. Lasky Dr. 
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Gamma-Globulin Therapy in Chronic Staphylococcic 


Dermatoses 


A Comparison of Serum Gamma-Globulin Levels and Serum Antibacterial 


Activity 


W. J. MORGINSON, M.D.; DON C. WOOD, PH.D., and LURRINE BURGESS, B.A., Salt Lake City 


Bruton! reported that decreased serum 
y-globulin may accompany susceptibility to 
infection. It is, therefore, important to con- 
sider dysgammaglobulinemia, hypogamma- 
globulinemia, and agammaglobulinemia in 
patients presenting acute and chronic infec- 
tious dermatoses. y-Globulin serum levels 
have been extensively documented for many 
dermatologic entities, generally representing 
the acute infectious and severe varieties. 
The chronic dermatoses, in which staphylo- 
coccic diathesis is an important feature, 
have received less attention. 

The purpose of this study is to (1) deter- 
mine whether the sera of patients with 
chronic staphylococcic dermatoses have a 
lowered antibacterial titer, (2) to determine 
whether the serum y-globulin levels are re- 
duced, and (3) to observe the response of 
these dermatoses to y-globulin therapy. 


Investigational Methods 


Three general methods were used during this 
investigation. 

A. Clinical Classification of Chronic Staphy- 
lococcic Dermatoses and Response to y-Globulin 
Therapy.—The chronic staphylococcic dermatoses 
are divided into diagnostic groups for a more 
accurate presentation of the dermatosis under con- 
sideration. Of necessity, these groups are not too 
arbitrary but represent common clinical divisions 
of chronic staphylococcic dermatoses. 
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I. Staphylococcic Eczematoid Dermatitis: Staph- 
ylococcic eczematoid dermatitis is usually presented 
with a history of cradle cap with extension of 
the dermatitis to involve the ears, occiput, neck, 
cubital and popliteal fossae, and diaper region, 
sometimes becoming generalized, persisting to age 
2 to 3 years, and then regressing. There is no 
association with diet or environmental sensitivities. 
The dermatitis recurs at early puberty, usually 
between the ages 9 to 12 years, to involve the 
scalp, back and sides of the neck, face, cubital and 
popliteal spaces, pubis, and external genitalia and 
may be generalized. It is characteristically dry, 
scaling, infiltrative, and pruritic and is associated 
with folliculitis. It is generally worse during the 
winter months and regresses during the summer 
months. The patient is nervously tense, but this 
is probably secondary to the dermatitis, as nervous- 
ness regresses as the dermatitis improves. Diet 
has no effect on the dermatitis, although some 
patients present concomitant allergies. 

Il. Seborrheic Dermatitis: Seborrheic derma- 
titis typically involves the scalp and occiput, with 
extension out of the scalp line onto the forehead, 
neck, external ear canals, eyebrows, nasolabial 
folds, axillae, chest, umbilicus, and pubis. 

III. Intertrigo: Intertrigo occurs on the skin 
folds beneath the breasts, axillae, crural region, 
and natal cleft and usually shows peripheral fol- 
liculitis. 

IV. Pyoderma: Pyoderma, as encountered in 
this study, most commonly occurred on the dorsal 
surfaces of the toes, feet, fingers, and hands. It 
usually persisted from onset at age 1 to 2 years 
to young adulthood. There is no evidence of 
fungus infection or venenata. 

V. Folliculitis and Furunculosis: The variety 
of folliculitis and furunculosis considered for this 
study is chronic, persisting over a period of months 
and years. 

VI. Acne Vulgaris: Acne vulgaris is of the 
severe type, involving the face, chest, shoulders, 
back and deltoids, not necessarily cystic, but show- 
ing a marked tendency to folliculitis and pustules. 

B. Serum Electrophoresis—Serum electrophore- 
sis was carried out in the Spinco Model R paper- 
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TABLE 1.—Patient y-Globulin Determinations, Diagnostic Groups, and Clinical Severity 








Total y-Globulin Diagnostic Groups Clinical Severity 
Patients, Deviation from — 
No. Nommal, % I II III IV V VI Mild Moderate Severe 
1 Plus 76:100 1 1 
5 Plus 51:75 5 1 
10 Plus 26:50 5 2 3 T ll 
22 Plus 1:25 7 4 I 6 1 3 1 12 9 
Normal 0 12 6 3 9 1 1 3 16 12 
41 Minus 1:25 16 1 3 13 3 5 1 19 13 . 
Minus 26:50 21 2 = 1 9 1 25 26 
17 Minus 51:75 4 1 2 10 5 5 
4 Minus 76.100 3 1 3 
170 74 16 32 17 20 5 87 78 
strip-electrophoresis apparatus. The separated for 87 patients (51%), and severe for 78 


patterns were stained in bromphenol blue, and the 
percentage of serum components were calculated 
from the RB Analytrol integration curve. Control 


values were determined from runs on normal 
persons. 
C. Serum Antibacterial Actwity—The tech- 


nique described by Wood, Ono, and Bessey * was 
used to determine the total serum antibacterial and 
properdin levels. 


Gamma-Globulin Determinations 


y-Globulin determinations were made on 
170 patients. It can be seen from Table 1 
that 32 patients (19%) showed normal 
y-globulin readings, 38 patients (22%) de- 
viated above normal, and 100 patients 
(59% ) were below normal. 


With reference to the diagnostic groups, 
60% of the patients with staphylococcic 
eczematoid dermatitis showed decreased 
y-globulin, 24% of the patients with 
seborrheic dermatitis showed a decrease, as 
did 63% of the patients with intertrigo, 
44% with pyoderma, 82% with folliculitis 
and furunculosis, end 85% with the pustu- 
lar type of acne vulgaris. Folliculitis, 
furunculosis, and pustular type of acne vul- 
garis may represent a severer type of 
bacterial infection. y-Globulin levels are not 
diagnostic for these entities, but low y-glob- 
ulin readings may be anticipated, and the 
performance of protein electrophoresis is 
justified. 


The clinical severity of the dermatoses 
presented by these 170 patients was consid- 
ered mild for 5 patients (3%), moderate 
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patients (46%). The moderate group 
showed 19% y-globulin readings of 
normal; 21%, above normal, and 60%, be- 
low normal. The severe group was 15% 
normal, 28% above normal, and 57% below 
normal. While the y-globulin levels did not 
exactly correlate with the severity of the 
disease process, there was a definite ten- 
dency for the severer types to show below- 
normal readings. Low y-globulin titer may 
be a factor in increased severity. 


No correlation was made in this study 
between y-globulin levels and the ages of the 
patients. However, it is recognized that 
there is a normal y-globulin level in the 
newborn infant due to passive donation 
from the mother, a temporary lowering at 
about 4 months of age, and a gradual rise 
to normal by 1 year, as reported by Barrett 
and Volwiler,? and between 2 and 6 years, 
as reported by Mazzitello and Good.* This 
might explain the occurrence of staphylo- 
coccic eczematoid dermatitis in young chil- 
dren, its regression during older children, 
and its recurrence at early adulthood due 
to possible onset of acquired hypogamma- 
globulinemia. Key and Nelson” suggest 
that Leiner’s and Ritter’s diseases and im- 
petigo neonatorum may be associated with 
hypogammaglobulinemia. 


Antibacterial Activity of Serum 


The method used to determine serum 
antibacterial activity measures two general ~ 
groups of substances found in serum: (a) 
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the total antibacterial activity and (b) those 
components of serum which require com- 
plement for activity and are destroyed by 
heating the serum at 56 C for 30 minutes. 


From Table 2, it can be seen that of the 
61 patients on whom comparison studies 
were made between y-globulin determina- 
tions and total antibacterial activity nearly 
all the patients had a reduced y-globulin 
reading and about 70% had lowered total 
serum antibacterial activity. The relation- 
ship between lowered y-globulin and re- 
duced serum antibacterial activity was most 
remarkable. It should not be assumed, how- 
ever, that there is a direct relationship 
between y-globulin and serum antibacterial 
titers. Though both components play an 
important role in protective mechanisms, 
they vary independently. It has been re- 
ported elsewhere ®7 that patients with nor- 
mal y-globulin levels are capable of 
extremely high antibacterial titers when 
under the stress of acute infections. 


There are many components of normal 
human serum which inhibit bacterial 
growth. However, those reported here are 
divided into the two general groups de- 
scribed previously. Table 2 shows a break- 
down of serum antibacterial titers for these 
two major groups. The center of the Table 
compares the units of total antibacterial 


TABLE 2.—Compartson Below Normal y-Globulin 
Determinations with Total Serum Antibacterial 
Activity and Complement-Depending 
(Properdin) Activity 











Total Complement- 
Antibacterial Depending 
y-Globulin Activity Activity 
-_—_— ——L——$——— 
Pa- Below Pa- Range,* Pa- Range,* 
tients, Normal tients, Units tients, Units 
No. Deviation, % No. (8.51.7) No. = (2.51.01) 
2 Minus 100:76 4 0-1 23 0. -0.5 
6 Minus 75:51 3 _ 12 3 0.6-1.0 
18 Minus 50:26 4 2-3 1 1.1-1.5 
25. Minus 25:1 11 3-4 34 1.6-3.5 
10 Normal 0 14 4-5 
10 5-6 
15 6-10 
61 61 61 





* Standard deviation from mean calculated from 24 healthy 
normal humans. 
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activity measured for 61 patients. It can 
be seen that only 24.5% gave normal titers. 
It should be pointed out that three of the 
patients examined gave no measurable anti- 
bacterial activity. All of these three patients 
had severe dermatoses and showed excellent 
response to therapy. 


In comparison, the right side of Table 2 
shows the units of activity represented by 
those factors in serum which require com- 
plement for activity. Of the 61 patients 
examined, 55.7% of them were normal. 
Eleven of these patients gave no comple- 
ment-depending antibacterial activity. The 
majority of patients deficient in the com- 
plement-depending factors were extremely 
lower than normal, that is, less than 0.5 
units. Inasmuch as properdin is probably 
the major component of this group, its 
absence in these patients appears to be of 
great significance. It was of particular 
interest that no patients either in the control 
group or with infection showed an increase 
in antibacterial titer. An increase in serum 
antibacterial activity is related primarily to 
acute infection ®7 and would support these 
findings, inasmuch as our patients were all 
of the chronic type. 


Gamma-Globulin Therapy 


While y-globulin therapy has been re- 
ported by many authors to be of benefit in 
the management of acute, recurrent infec- 
tions, a review of the literature did not 
disclose its extensive use, heretofore, for 
chronic dermatoses presenting associated 
staphylococcic infection. We are indebted 
to the American National Red Cross for 
ample supplies of poliomyelitis immune 
globulin (human), identical with immune 
serum globulin (human). 

Recommended dosage for maintaining 
levels adequate to combat hypogammaglob- 
ulinemia is 0.3 ml. per pound of body 
weight, administered at monthly intervals. 
However, for practical purposes, 6 ml. for 
infants, 10 ml. for young children, and 20 
ml. for adults was injected intragluteally 
at from three- to four-week intervals. 
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TABLE 3.—y-Globulin Therapy with Reference to Administration and Clinical Results 





Clinical Results 
Diagnostic — 
Patients, No. Groups Injections, No. Injected, M1. Excellent Good Negative 

25 I Total 142 Total 3,060 9 9 7 
Avg. 6 Avg. 123 

5 Il Total 26 Total 580 2 2 1 
Avg. 5 Avg. 116 

1 Ill Total 6 Total 120 1 0 0 
Avg. 6 Avg. 120 

ll IV Total 58 Total 820 6 5 0 
Avg. 5 Avg. 75 

12 V Total 62 Total 1,150 6 5 1 
Avg. 5 Avg. 96 

5 VI Total 31 Total 620 1 3 1 
Avg. 6 Avg. 124 

59 25 24 10 








Adults thus received on the average 3 gm. 
of y-globulin fraction, which dose was re- 
ported by Bruton! to produce a surprising 
rise in y-globulin titer with, however, a 
gradual return of y-globulin to its previ- 
ously low level. The half-life of parenter- 
ally administered y-globulin is considered to 
be between 25 and 30 days.* Seltzer et al.” 
report the half-life value of y-globulin in 
the newborn infant to be 30-35 days; in the 
child from 6 months to 8 years old, 
20.3+2.8 days, and in adults, 13.1428 
days. There is some evidence that smaller 
doses at more frequent intervals, 5 ml. each 
week, produce better clinical response. 


In our series. 59 patients received 
y-globulin therapy for an average period of 
six months, with no patient being reported 
who did not receive treatment for at least 
four months (Table 3). We were limited 
in our study to 59 patients because, for 


economic and availability reasons, the 
American National Red Cross could not 
supply poliomyelitis immune globulin 
(human) unless the patient showed a 


y-globulin level of minus 25% or lower. A 
total of 325 injections of y-globulin were 
made representing the administration of 
6,350 ml. of immune serum globulin 
(human). 

The clinical response of our patients to 
y-globulin therapy was excellent for 42%, 
good for 41%, and negative for 17%. Com- 
bining the excellent and the good results 
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indicates that 83% experienced satisfying 
improvement. Controls consisted of the pa- 
tients themselves. Since their dermatoses 
were extremely chronic, all had previously 
received the gamut of therapy and had 
reached a therapeutic plateau. 


Those entities representing more active 
bacterial infection, as folliculitis and furun- 
culosis and pyoderma, showed better clinical 
response, particularly in children. There 
were no failures for pyoderma and only one 
for furunculosis. The more indolent condi- 
tions, such as staphylococcic eczematoid 
dermatitis and seborrheic dermatitis, re- 
sponded more slowly, required the greater 
number of injections, and showed the larger 
number of failures. The failures for those 
patients classified as staphylococcic eczema- 
toid dermatitis could represent secondary 
staphylococcic infection on allergic derma- 
titis and psychogenic dermatitis. 

The results for the pustular type of acne 
vulgaris were interesting. The y-globulin 
determinations on these 20 patients showed 
85% titers were below normal. We had an 
opportunity to report on only five patients 
treated, as the others had not received four 
or more injections. The results were one 
excellent, three good, and one negative. 
Schaffer et al.'° reported similar experi- 
ences. : 

Reactions accompanying y-globulin ther- 
apy are infrequent. In our series of 59 
patients representing 325 injections, only 
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one definite reaction was observed. This 
consisted of erythema, swelling, tenderness 
at the site of injection, generalized urticaria, 
and fever (temperature 103 F) occurring 
three days after the injection. These symp- 
toms regressed promptly following corticos- 
teroid therapy. Owings ™ reports a severe 
anaphylactoid shock type of reaction follow- 
ing the first injection of y-globulin. Murray 
and Ratner? report little danger of 
homologous serum hepatitis following the 
administration of immune serum globulin 
(human), particularly if it is produced by 
the cold-ethanol method. 


Conclusions 


It is indicated from the data presented 
here that the large majority of patients 
showing persistent staphylococcic dermatoses 
also have a marked hypogammaglobulinemia. 
‘In addition, there is a general lowering of 
serum antibacterial titers. Over 75% of all 
patients studied showed such a change. The 
loss of antibacterial activity was related, in 
part, to a deficiency in those substances 
found in blood which are inactivated at 
temperatures that destroy complement. Inas- 
much as properdin is the only known 
natural component of blood which requires 
complement for bacterolytic activity, it is 
assumed that this protein plays an im- 
portant role in the protective mechanism 
of those patients. It appears significant that 
of the 23 people in Table 2 who had less 
than 0.5 units of complement-depending 
activity all had electrophoretic patterns 
which showed remarkable lowered a- and 
B-globulin. Pillemer et al.!'? reported that 
properdin could be fractionated from serum 
in Deutsch’s Fraction II. Approximately 
70% of this fraction’ is comprised of 
a- and f-globulins. Therefore, it 
likely that properdin is deficient in these 
patients. 


seems 


In addition to the complement-depending 
factors, there are components normally 
present in serum which retain potent anti- 
bacterial ‘activity after serum has been 
heated at 56 C for 30 minutes. It was found 
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that the heat-stable antibacterial factors 
were also remarkably reduced from normal 
values. The identity and importance of 
these components are presently being in- 
vestigated. 

Many workers have reported that pa- 
tients with repeated infections often show 
lowered y-globulin levels. One might expect 
that patients with persistent chronic infec- 
tions might also be deficient in this protein. 
Such, in fact, is the case as has been shown 
here. Besides a lowered immune potential, 
antibacterial substances found in serum 
which are related to natural resistance are 
reduced. Though most of the patients re- 
ported here fall into this general pattern, a 
diagnostic generalization should be avoided. 
Some of the clinically severe patients were 
found to have normal antibacterial and 
y-globulin levels. Different combinations of 
these two factors were also observed, i. e., 
lowered y-globulin with a normal anti- 
bacterial titer or the reverse of this. These 
exceptions only point to the extreme com- 
plexity of the problem of natural resistance. 

Immune serum globulin (human) therapy 
benefited the majority of our patients who 
presented chronic staphylococcic dermatoses 
and low y-globulin levels. We did not have 
the opportunity to observe the effects of 
y-globulin therapy on those patients with 
chronic staphylococci dermatoses who had 
normal and elevated y-globulin determina- 
tions. 


Summary 


In this study, patients who presented 
chronic staphylococciec dermatoses were 
studied: (1) 59% had a reduced y-globulin 
level, (2) 70% showed a lowered total 
serum antibacterial activity, (3) 42% were 
deficient in the complement-depending 
(properdin) activity, and (4) 83% demon- 
strated satisfactory improvement following 
y-globulin therapy. 


141 E. 2d South St. (11). 
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Lichen Striatus 


A Study of Fifteen New Cases with Special Emphasis on the Histo pathological 
Changes and a Review of the Literature 


RENATO G. STARICCO, M.D., Detroit 


The incidence of lichen striatus is so 
rare that when such a condition occurs we 
are more prone to discard it for one of the 
other commoner linear dermatoses, such as 
lichen planus, nevus unius lateris, linear 
psoriasis, and even herpes zoster. It is 
easily understandable that such confusion 
may occur when one realizes that, in spite 
of the statements by different authors,)? a 
clear-cut clinical picture does not exist; that 
the therapeutic response is, as we shall see 
later, of no help at all, and that the his- 
topathologic changes occurring in lichen 
striatus are still a confusing and undecided 
factor, 


The diagnosis of lichen planus and psori- 
asis does not present any difficulty in cases 
where a widespread eruption is present, but 
we may also be confronted with a combina- 
tion of lichen striatus and lichen planus, as 
the case described by H. Pinkus ® has clearly 
shown. 

The history of lichen striatus dates back 
to the end of the 19th century and the dis- 
ease has been described repeatedly under 
different terms, such as lichenoid. tropho- 
neurosis,* neurodermite zoniform,® linear 
neurodermitis,® linear dermatosis,’ strich- 
foermige eruption,’ zonal dermatosis,® 
lichenoid eruption,!® and lichen striatus." 
We will, for practical reasons, limit the his- 
tory of lichen striatus to a few names: 
Balzer, Mercier, Brocq, Besnier, Hallopeau, 
and Felix Pinkus. In 1889, at the session of 
the French Society of Dermatology and 
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Syphilology, Balzer and Mercier * presented 
a case of lichenoid trophoneurosis in a linear 
pattern along the course of the lesser sciatic 
nerve. In the discussion that followed, Bes- 
nier, Hallopeau, and Brocq discussed the 
clinical differential diagnosis from other 
linear dermatoses, and it was Brocq who, on 
this occasion, first advanced the etiologic 
hypothesis later known as “locus minoris 
resistentiae,” which is now almost unani- 
mously accepted. He commented, “T think 
that there are persons who are affected by 
some congenital manifestations of the skin 
such that some zoniform regions are either 
temporarily or permanently more vulnerable 
and, for this reason, more susceptible to a 
dermatosis to which the subject might be 
exposed or predisposed.” 


The etiopathogenesis of lichen striatus 
has led students of the subject to innumera- 
ble theories, including a relation between 
the linear arrangement and the course of 
the blood vessels,!* the lymphatics,!° and the 
peripheral nerves.'41° Philippson,!® in de- 
scribing two cases of ichthyosis hystrix, saw 
in it a relation with the Voigt’s lines," 
which are the boundaries of the areas of 
distribution of the cutaneous nerves, Within 
these boundaries there was, presumably, an 
area of lowered resistance. Jadassohn,}8 
Nicolas and Rousset,!® and Touraine and 
Solente *° attributed the linear distribution 
to the influence of the lines of implantation 
of the hairs. Metameric,’ neuritic,21 and 
embryologic ** theories have also been sug- 
gested. According to Senear and Caro! and 
Rose * there is not, at present, an adequate 
theory to explain the primary cause of the 
linear eruption. 
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TABLE 1.—Summary of Clinical Findings by Different Authors 








Other 
Author Age Sex Duration Onset Location Symptoms Character of Lesion Condition 
Senear & Caro ! 
Case 
1 39 F Fewwk. Gradual From scapula to None Reddish papules & 
volar aspect of arm patches of dermatitis in 
& forearm linear pattern 
2 . M FF 6 wk. Rapid Volar aspect ofarm Mild Lichenoid papules, sin- 
from wrist to pruritus gle & coalescing; pri- 
shoulder mary papule not typical 
of lichen palnus 
3 6 F Several Not From sternum to None Pinpointed & BB-shot 
mo. mentioned axilla to arm & sized papules; color 
cubital fossa varying from that of 
normal skin to slight 
red, single & grouped, 
some glistening & some 
covered by scales 
4 3 F 3wk. Rather From ulnar side of None Lichenified linear 
rapid right wrist upward streak; lesions reddish 
at first 
5 35 E =I1mo. Sudden From right ear to Not Lichenified band Lichen 
right clavicle mentioned simplex 
chronicus 
6 6 B 6mo. Not Along radical side of None Pinheaded papules, sin- 
mentioned left arm from cubi- gle & coalescing & 
tal fossa upward slightly elevated 
7 1 WM 3-4wk. Left arm, dorsal None Individual & coalescing T. pedis 
surface lichenoid papules in 
linear pattern; a linear 
stria on nail 
8 10 F Unknown Not From right seapula Not Linear streak of licheni- L. urticatus 
mentioned to shoulder, down- mentioned fication 
ward along outer 
aspect flexar surface 
of arm; turned over 
dorsal aspect of 
forearm to wrist & 
to base of thamb 
9 10 F 4mo. Gradual From sternoclavi- Severe Lichenified streak & 
cular joint laterally pruritus pinhead-sized lichenoid 
to left shoulder, papules having tenden- 
downward over the cy to coalesce; 2 bands, 
front of the arm to which in their ascend- 
wrist ing and descending 
course met at the cubi- 
tal fossa 
10 57 F 45mo. A streak, one on an- None Pinhead-sized lichenoid 
terior surface, right papules 
shoulder; other ex- 
tending from right 
cubital fossa ex- 
tending downward 
to wrist 
Shaffer #1 45 F Sudden Posterior leg from Severe Slightly verrucous & Kahn + 


gluteal region to pruritus linear 
thigh, calf to toe 
Johnson *? 1 M Fewmo. Sudden Left half of body Not Flesh-colored & verru- 
from head to foot mentioned cous linear lesion with 
some areas having 


lichenoid appearance 
Rothman & 1 F 2mo. Gradual Posterior area of None Confluent, glistening 
Neiderman ** when (2-3 wk.) right leg pinkish yellow round 
seen Ist papules, some covered 


by fine scales; discon- 
tinued linear distribu. 
tion 
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TABLE 1—Summary of Clinical Findings by Different Authors—Continued 
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Netherton 2° 


Schmidt *#* 


Lewis ?t 


Duperrat, 
Basset, & 
Baptista ** 

Case 
1 


Frain-Bell 37 


Lodin & 


Gentele *° 


Semon # 


Lee ? 


13 


37 


12 


11 


57 


47 


F 
F Mo. 
F Several 
mo. 
M Several 
mo 
M Few mo. 
F Aboutl 
yr. 
Few mo. 
M 
F Still 
present 
after 1 mo. 
F 7 wk. 
M 30 yr 
3 yr. 
F 3-4 mo. 


Gradual 


Not 
mentioned 


Gradual 


Rapid 
spread 


Rapid 


Posterior thigh, calf 
& lateral aspect of 
right foot 


Left arm 


Left arm 


Left arm 


Forearm 


Not mentioned 


Posterior aspect of 
leg from buttock 
to heel 

From right buttock 
downward, thigh 
to calf 

From gluteal fold to 
ankle; few papules 
on buttock same 
side 

Posterior aspect of 
left leg; few lesions 
on abdomen 


Right leg from 
little toe to heel & 
upward to buttock 
& scrotum 

Face; left side of 
forehead 


Leg; inner aspect 
from thigh to 
malleolus 


Mild 
pruritus 
since onset 


None 


Not 
mentioned 


Pruritus 
first 2 days 
only 


Pruritus 


None 


Severe 
pruritus 


None 


None 


Linear, superficial light 
to yellowish & pink, 
smooth & scaly single 
& grouped papules, no 
angular or umbelicated; 
Wickham striae not 
present 

Single & coalescing flat 
or slightly raised lichen- 
oid papules & macules 
in linear distribution 

Lichenoid discrete con- 
fluent scaly papules 
grouped in linear for- 
mation 


Reddish-brown slightly 
raised pinhead-sized, 
translucent, not scaly 
papules, isolated & 
grouped in linear 
distribution 

Vesicles & papules in 
linear pattern; papules 
similar to lichenoid 
papules but of light 
translucent bright color 


Discontinuous papules 
disposed in a linear 
pattern covered by a 
scale 

Interrupted streak of 
scaly papules 


Tiny flat somewhat 
scaly papules of brown- 
ish red color 

Linear streak & licheni- 
fied papules 


L. planus 


Combination of flat- 
topped papules & ecze- 
matous reaction; linear 
on calf, more plaque- 
like on thigh 

Linear lesion composed 
of reddish violet, flat, 
coalescing papules 


Weeping patches recur- 
ring during summer 
months; linear pattern 
14 in. wide linear band 


I 
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A. M.-A. ARCHIVES OF DERMATOLOGY 


TABLE 2.—Pathological Changes Reported by Different Authors 








Author 


Senear & Caro ! 
1 


Lewis 34 


Schmidt 13 


Netherton ** 


Pinkus, F. ° 
1 


2 


Rothman & Neiderman 2# 


Shaffer +: 


Duperrat, Basset, & 
Baptista ** 


Pinkus, H.* 


Lodin & Gentele ** 
Semon * 


Lee * 


Epidermis 


Irregular acanthosis with some lateral fusion of 
the rete pegs; few wandering cells; slight inter- 
cellular & much intracellular edema; basal 
layer intact & granular layer thinner & con- 
tinuous 

Irregular acanthosis; moderate intercellular & 
considerable intracellular edema, latter over- 
lying papillary inflammatory changes; epi- 
dermis at this point invaded by wandering 
cells; basal layer disorganized in proximity of 
intracellular edema } 

Hyperkeratosis & acanthosis 


Slight acanthosis: basal layer intact 


Loose hyperkeratosis with small islands of para- 
keratosis; moderate, irregular acanthosis with 
slight intercellular & pronounced intracellular 
edema; wandering cells present in most ede- 
matous areas; granular layer thin & interrupt- 
ed; basal layer intact 


Hyperkeratosis with spotty parakeratosis; in- 
tercellular edema with some unevenly distrib- 
uted vesicles; corps ronds in horny layer 

Same changes 


Hyperkeratosis with purakeratosis; granular 
layer absent in most part of section; rete pegs 
broadened & confluent; Malpighian layer 
shows intercellular & intracellular edema; 
basal layer intact but lower part of epidermis 
invaded by wandering cells 


Acanthosis with intra- and extracellular edema; 
hyperkeratosis with parakeratosis 


Parakeratotic scales mixed with dry serum; 
granular layer not present; papillomatosis 
with normal basal layer except where papilla 
is infiltrated 

Acanthotic but thinner over affected papillae; 
lower strata dissolved by infiltrate, many 
cells transformed in eosinophilic corpuscles; 
granular layer normal or absent; horny layer 


partly normal & partly with paraxeratotic 


scales containing dyskeratotic corpuscles 
Picture of chronic eczema neurodermatitis 
Normal epidermis except for slight spongiosis & 
some vesicular spaces 


Loose hyperkeratosis; granular layer thinner; 
irregular acanthosis; inter- and intracellular 
edema; basal cells broken in places, especially 
in relation to papillae which were more infil- 
trated 


Corium 


Inflammatory changes chiefly seen in papillary 
& subpapillary layer, accompanied by edema; 
blood vessels dilated & sharply surrounded 
by cellular infiltrate 


Some papillae edematous & filled with diffuse 
infiltrate of lymphocytes, histiocytes, connec- 
tive tissue cells, & plasma cells; densely packed 
mantles of infiltrate around vessels in sub- 
papillary part of corium & extending down 
about hair follicles 

Inflammatory reaction mainly in region of hair 
follicles & extending between rete cones 

Focal collection in upper & deeper portion of 
corium; no dilatation of follicles or sudorifer- 
ous glands 

Edema of papillary & subpapillary layer, no 
inflammatory changes noted below subpapil- 
lary layer; blood vessels are dilated & sur- 
rounded by a loose perivascular lymphocitic 
infiltrate 


Infiltration of papillary body & upper dermis 
around superficial and deep vascular tree 


Same changes plus involvement of sweat glands 
by infiltrate 

Extensive edema in papillary & subpapillary 
dermis; infiltrate of lymphocytes & connective 
tissue cells sharply demarcated in subpapillary 
layer, but similar circumscribed round infil- 
trate also seen at junction of dermis & subder- 
mis, particularly around sweat glands; vessels 
dilated with perivascular infiltrate 

Papillae edematous with considerable infiltrate 
of round cells & some polymorphonuclear 
leukocytes; blood & lymph vessels dilated 
with decided perivascular infiltrate 

Not mentioned 


Papillary & subpapillary layers contain lympho- 
cytic infiltrate extending downward as heavy 
mantles around blood vessels, apparently in- 
volving veins more 


Granulation tissue consisting of lymphocytes, 
histiocytes, & newly formed capillaries; infil- 
tration extending throughout corium 

Perivascular lymphocytic & histiocytic infil- 
trate; infiltrate most marked in papillae & 
superficial part of dermis; capillaries congested 
& hair follicles surrounded by pleiomorphic 
infiltrate; elastic tissue absent or diminished 
in areas of heavy infiltrate 
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LICHEN STRIATUS 


TABLE 3.—Summary of Clinical Findings in Fifteen New Cases 


Location 


From shoulder to hand along 
extensor aspect of arm 


Began on volar aspect of wrist 
& spread upward along outer 
aspect of arm to shoulder 

From right buttock down to 
popliteal fossa & heel 


Outer aspect of left thigh from 
knee to buttock 


From navel to perineal area 
downward along inner aspect 
of right leg to big toe 

From hand along ulnar side of 
left arm up to shoulder & 
from here to anterior chest 


From right scapula to right 
shoulder down arm to right 
thumb 

Dorsal surface of left forearm, 
from elbow to thumb 


Anterior aspect of right leg 


From breast to axilla down- 
ward along ventral aspect 
of left arm 

From left wrist upward to 
shoulder & scapula & down 
to wrist 

From apex of scapula up to 
shoulder & axilla; from axilla 
anteriorly to breast & down 
to forearm 


Posterior aspect of leg from 
buttock to heel 

Extensor surface of left arm, 
from hand to elbow 


Chest; distributed along the 
course of the 5th & 6th rib & 
on medial aspect of left arm 


Symptoms 


None 


Mild 
pruritus 


None 


Slight 
pruritus 


None 


Very 
pruritic 


Occasional 
mild 
pruritus 

None 


Mild 
pruritus 

Pruritus 

None 


Occasional 
mild 
pruritus 


None 


None 


None 


Character of Lesion 


Slightly raised & flat angular 
papules single & coalescing to 
form plaques suggestive of 
Lichen simplex chronicus; 
linear 

Flat topped shiny papules sin- 
gle & grouped in interrupted 
streak 

Reddish, single & coalescing 
papules, somewhat shiny and 
covered by a grayish scale; 
linear pattern 

Isolated & confluent brownish 
papules, angular & flat in de- 
pigmented linear pattern 

Hypertrophic almost verrucous 


Purplish papules, single & coa- 
lescing in an interrupted 
streak, suggesting lichen 
planus 

Depigmented linear eruption 
0.5 em. wide, composed of 
tiny little red-colored papules 

Linear eruption formed by sin- 
gle & coalescing reddish 
papules; width of lesion about 
2 cm. 

Linear eruption formed by coa- 
lescing papules having an 
erythematous, scaly, shiny 
configuration somewhat re- 
sembling lichen simplex 
chronicus 

Linear arrangement of red pap- 
ules, shiny and flat-topped; 
eruption began on axilla 

Depigmented linear lesion form- 
ed by slightly raised tiny an- 
gular papules 

Tiny depigmented papules, 
single & grouped, violaceous 
shiny plaques, & grayish 
shiny patches; interrupted 
linear band with width vary- 
ing from few millimeters to 
3-4 cm. 

Rough, scaly, skin-colored lin- 
ear lesion 

Irregular streak of papules some- 
what depigmented, tiny flat 
& raised 

Pinpointed, depigmented, ery“ 
thematous papular eruption, 
some flesh-colored; linear pat- 
tern 





Case Onset & 
No. Age Sex Duration Development 
1 64 M 3mo. Sudden 
2 68 F 3mo. Rather rapid 
3 18 M &mo. Sudden 
4 7 F 3 wk. Sudden 
5 6 F 10 mo. Slow; 4mo. 
6 26 F 2mo. Slow 
7° 9 M 1 yr. Rather rapid 
323. M 1 yr. Slow 
..”.2 F 7mo. Rapid 
10° 30. F Unknown 
6 wk. when 
seen 
11 ES y 2yr. Gradual 3 months 
aot "22 F 2mo. Sudden appearance, 
full development 
i reached slowly 
13t 3 F 6mo. Gradual 
H. s M 3mo. Gradual 
15¢ 57 F 3mo. Rapid onset; slow 
development 
è Patient failed to return. 


t Patient is still under observation. 


ł Patient has improved 90%. 
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TABLE 4.—Summary of the Patholog es Seen m the fifteen 
New Cases Describe le 3 





Case No. Epidermis 

1 Irregular acanthosis with hyperkeratosis & spotty para- 
keratosis; occational dyskeratotic grain & cells in 
horny & granular layer; areas of intercellular & intra- 
cellular edema overlying dermal infiltrate; granular 
layer normal or thinner; some lymphocytes migrated 
from dermis with secondary disruption of basal layer 

2 Slight acanthosis with generalized hyperheratosis & 
parakeratosis in spots; parakeratosis related to areas 
of increased epidermal damage; granular layer normal 
or thinner; rete disrupted in several places by infiltrate 
from dermis; inter- & intracellular edema with some 
vesiculation; occasional grain-like dyskeratotic cells 
present 

3 Normal thickness with few areas of irregular acanthosis; 
hyperkeratosis with occasional parakeratosis; granu- 
lar layer normal; inter- & intracellular edema with 
tendency toward vesiculation; few lymphocytes pres- 
ent; basal layer normal except for occasional disrup- 
tion; epidemmal changes closely related to underlying 
dermal changes 

4 Hyperkeratosis & spotty parakeratosis; absence of gran- 
ular layer in cireumscribed areas correspondent to 
severe changes of rete; in same areas edema & inflam- 
matory infiltrate with occasional presence of individ- 
ually keratinized cells 

5 Regular epidermis with areas of acanthosis & atrophy, 
related to papillary & subpapillary perivascular infil- 
trate; hyperkeratosis with occasional parakeratosis; 
some intercellular edema sporadically 

8 Normal epidermis with slight general thickening & few 
areas invaded by lymphocytes from below; hyper- 
keratosis with spotty parakeratinized cells 

7 Normal epidermis except for areas secondarily affected 
where there is intercellular edema connected to areas 
of dermal infiltrate; hyperkeratosis; normal granular 
layer 


8 Normal except for few areas of intercellular & intracellu- 
lar edema related to underlying damage; hyperkerato- 
sis with occasional parakeratosis; normal granular 
layer 

9 Hyperkeratosis with occasional parakeratosis related to 
area of damage; intra- & intercellular edema & some 
lymphocytic infiltrate 

10 

(2 biopsies) 

(a) Normal epidermis 

(b) Basal & prick layer almost gone due to edema & lym- 
phocytic infiltrate with formation of vesicles; hyper- 
keratosis & occasional parakeratosis; few dyskeratotic 
cells 

ll Normal thickness & occasional damaged areas; hyper- 
keratosis with occasional parakeratosis; granular layer 
normal, inter- & intracellular edema & mononuclear- 


cell infiltrate 
12 
(2 biopsies) : 
(a) Normal thickness; some intercellular and intracellular 


edema; occasional dyskeratotie cells; normal granular 
layer; few lymphocytes; basal layer generally intact 

(b) Occasional areas of acanthosis with hyperkeratosis; in 
these areas granular layer thicker than usual; lympho- 
cytic infiltrate with moderate destruction of basal 
layer 

13 Normal with occasional involved areas; hyperkeratosis 
with spotty parakeratosis; normal granular layer; dys- 
keratotic cells all through section; some lymphocytes 
infiltrated fram dermis 

14 Normal thickness except for areas of thinning due to in- 
filtration from below; in these areas basal cells practi- 
cally destroyed & loss of pigment carried down in 
dermis 

15 Epidermis invaded by mononuclear inflammatory in- 
filtrate from below, with epidermal structure rather 
disrupted; occasional dyskeratotic cells; hyperkerato- 
sist normal granular layer 


Corium 


Heavy perivascular lymphocytic & histiocytic infiltrate 
in superficial & deep corium; some papillae heavily 
infiltrated with damage of overlying epidermis 


Superficial vascular net outlined by inflammatory infil- 
trate of lymphocytes & fixed cells; occasional spread- 
ing of infiltrate around hair follicles with following 
damage and atrophy; some slides present mainly der- 
mal changes, other ones more epidermal] changes 


Histiocytiec & lymphocytic infiltrate surrounding blood 
vessels & descending from papillary layer to medium 
corium; elastic fibers not present in areas of heavy in- 
filtrate 


Vascular net outlined by lymphocytic and histiocytic 
infiltrate present in superficial, medium, and deep 
corium, producing atrophy of sebaceous glands & dis- 
turbance of follicular epithelium 


Perivascular lymphocytic infiltrate distributed through 
subpapillary & middle corium; occasionally hair folli- 
cle involved with changes leading toward its destruc- 
tion. 

Perivascular mainly lymphocytic infiltrate in superfi- 
cial, medium & deep corium, elastic fibers missing in 
areas of infiltrate 

Lymphocytic & histiocytic infiltrate, partly subepider- 
mal, partly perivascular extending down to level of 
sweat gland, & partially perifollicular with secondary 
atrophy; some pigment carried down out of epidermis 
& taken up by histiocytes 

Normal corium except for band-like infiltrate of lympho- 
cytes & fixed cells surrounding vessels, mostly in 
subpapillary layer; occasionally papilla involved with 
production of secondary epidermal changes 

Perivascular infiltrate of lymphocytes & histiocytes in 
subpapillary and middle dermis; occasional papilla 
involved 


Perivascular lymphocytic & histiocytic infiltrate 
Perivascular lymphocytic & histiocytic infiltrate 


Perivascular lymphocytic infiltrate extending down to 
sweat glands; some hair follicles- involved; in some 
areas infiltrate mainly papillary 


Perivascular mononuclear cells infiltrate mainly in 
superficial dermis - 


Perivascular infiltrate especially heavy in papillary «& 
subpapillary layer; areas of perivascular infiltrate 
scattered also in deep corium 


Pronounced lymphocytic & fixed tissue cells; perivascu- 
lar infiltrate in all strata of corium 


Lymphocytic infiltrate in widened papillae & extending 
downward along blood vessels to deep corium 


Heavy subepidermal, perivascular lymphocytic & his- 
tiocytic infiltrate extending to deep corium 


LICHEN STRIATUS 


In a recent study, Asang,** working with 
a fetal monster, divided the lines of the 
lower extremity into three types: Trenn- 
linie, Grenzlinie, Sammellinie. According 
to his drawings, these lines represent the 
boundaries not only between one nerve and 
another but also between branches of the 
same nerve. These areas seem, in the lower 
extremity, to fit the distribution of lichen 
striatus in some of the cases. However, in 
agreement with Senear and Caro! and 
Gougerot and Lortat-Jacob,°° whatever the 
primary factor may be, there are, appar- 
ently, in the body fragile zones of congenital 
origin. Kreibich’s experiment,?°** by which 
he produced a dermatitis confined to definite 
lines after central and peripheral nervous 
stimulation in neuropathic persons, supports 
the view that in the skin there are linear 
zones of increased reactivity. 

The first histopathologic description of 
lichen striatus is that of Felix Pinkus. Ac- 
cording to him the main changes occur in 
the dermis, with a secondary involvement of 
the epidermis. The same changes have been 
described repeatedly by other authors,*** 
27.28 and they were, apparently, typical 
enough to confirm the theory that lichen 
striatus was a new entity. However, Senear 
and Caro?! and others *° were more inclined 
to consider them as- those seen in chronic 
dermatitis or neurodermatitis. 


In order to clarify some of the clinical and 
pathologic findings, a review of the past 
literature and an analysis of 15 new cases 
was made. 


Tables 1 and 2 represent a summary of 
the past literature, while Tables 3 and 4 are 
a summary of the findings of the 15 new 
cases. Three of these cases will be dis- 
cussed in detail because they represent three 
somewhat different clinical pictures of the 
same disease. 


Report of Cases 


Case 1—A 64-year-old white man, one month 
before’ being seen, developed a sudden linear der- 
matosis, completely asymptomatic, on the right arm, 
descending from the shoulder to the hand along 
the lateral aspect of the arm. The lesion consisted 
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of papules slightly raised and flat, angular in ap- 
pearance, forming plaques that had the typical 
picture of lichen simplex chronicus with a glisten- 
ing surface. The line was somewhat continuous 
and 0.5 to 1.5 cm. wide. During a two-month 
period, the patient received four x-ray treatments, 
for a total of 200 r. After this two-month period 
the dermatosis was still present, although somewhat 
less distinct, and characterized by a few scattered 
reddish papules. 


Histologic examination showed in the epidermis 
occasional areas of acanthosis with hyperkeratosis 
and spotty parakeratosis. Dyskeratotic grains and 
occasional cells were visible in the parakeratotic 
layer and the granular layer. Areas of intracel- 
lular and intercellular edema were present where 
the epidermis was overlying the dermal infiltrate. 
Some lymphocytes migrated from the dermis into 
the epidermis and, in these areas, the basal layer 
appeared to be disrupted. The corium presented a 
heavy lymphocytic and histiocytic infiltrate, which 
was mainly perivascular and also descended with 
the vessels into the deep corium. Some papillae 
were heavily infiltrated, with an evident damage 
of the overlying epidermis. 


Case 5.—A linear lesion began to develop in a 
6-year-old white girl in December and extended 
slowly from the navel to the perineal region and 
from there along the inner surface of the right 
leg to the big toe. The eruption reached its full 
development 4 months later, and it disappeared 
spontaneously 10 months from the onset. The pa- 
tient was asymptomatic all through the course of 
the disease. The dermatitis was rather hyper- 
trophic and verrucous in character. The biopsy 
specimen showed a rather regular epidermis, except 
for some areas of acanthosis and atrophy; both of 
these changes were related to a papillary and sub- 
papillary perivascular infiltrate. There was diffuse 
hyperkeratosis with occasional mild parakeratosis, 
related to the underlying infiltrated papillae. Some 
intercellular edema was occasionally found. The 
dermis showed a perivascular lymphocytic infiltrate, 
which rarely involved a papilla and was mainly 
distributed through the subpapillary corium and 
middle corium. Occasionally, the same infiltrate 


‘surrounded the hair follicle, with changes of the 


follicle varying from infiltrate and edema of epi- 
thelial cells to a complete destruction of the hair 
follicle. 

Case 12 (Fig. 1).—A 22-year-old Negro woman, 
two months before she visited our department, 
noticed a sudden rash on the left shoulder, from 
which three distinctive streaks originated, one 
heading toward the apex of the scapula; a second, 
downward along the extensor surface of the arm 
to the forearm, and, finally, a third one which, 
by passing along the anterior axillary fold, was 
reaching the breast. The complete development 
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Fig. 1—Perivascular infiltrate in papillary, 
subpapillary, and mid dermis. Slight changes 
in the epidermis. Hematoxylin and eosin; 


X 90. 


was reached in a period of two weeks, and an 
occasional mild pruritus occurred. 


The streak was formed by single papules and 
plaques. The papules were tiny and rather depig- 
mented compared to the surrounding skin; they 
were somewhat suggestive of those that we find in 
lichen nitidus. The plaques were of different 
shades. Some formed, apparently, by coalescence 
of the previously described papules; others were 
somewhat suggestive of neurodermatitis, and still 
others were rather reddish violaceous, with a 
glistening surface, and more suggestive of lichen 
planus. The linear distribution was not continuous, 
and it varied in width from a few millimeters to 
several centimeters. The lesion was still present 
after three months, during which time no treat- 
ment was administered. During the fourth month, 
the lesion gradually began to fade, and in a period 
of two weeks the skin became completely clear. 

Two biopsies were performed, one from an older 
plaque suggestive of lichen planus and the second 
from a younger lesion. The first biopsy specimen 


presented an epidermis which was normal, atrophic, 


and acanthotic in spots. The dermal infiltrate af- 
fected some papillae more than others. The area 
of acanthosis also showed an increased thickness 
of the granular layer, with some lymphocytic in- 
filtrate and destruction of the basal layer. The 
perivascular infiltrate extended downward to the 
deep corium. 

The second biopsy specimen showed a peri- 
vascular mononuclear infiltrate, mainly localized in 
the superficial dermis. The epidermis was of nor- 
mal thickness and showed some intercellular and 
intracellular edema. Few lymphocytes were pres- 
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ent, and occasional dyskeratotic cells and grains 
were found in the granular and horny layer. The 
granular layer was normal throughout the section. 


Comment 


A comparison between my new (Table 3) 
cases and those collected in the literature 
(Table 1) has limited value, for in many 
of the cases so far described the diagnosis 
was based on purely clinical findings with- 
out a pathologic evaluation. 

From the examination, history, clinical 
description, and pathologic findings of 15 
cases, 10 were found to be female and 5 to 
be male; 8 were over 15 years of age, while 
7 were under 15 years of age. The sex dis- 
tribution corresponds to the findings of 
other authors (Table 1), where out of 26 
patients 18 were female and 6 were male 
(in 2 cases sex was not mentioned). How- 
ever, the findings regarding the age show 
a marked discrepancy ; the rate among adults 
and children in my count is almost equal, 
whereas in the review of other cases we 
iound a rather striking increase of lichen — 
striatus during childhood. 

Lichen striatus involves mostly the upper 
and lower extremities, with a preference for 
the former (2:1). It is always unilateral, 
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and, when affecting a limb, it may also 
spread to the chest or abdomen, At the same 
time, lichen striatus may have its origin on 
the chest or abdomen and from there may 
spread to other parts of the body. It is 
generally asymptomatic, but it may occa- 
sionally be associated with every degree of 
pruritus, 


The onset is generally sudden, and it 
reaches its full development in a period of 
time that may vary from a few days to 
several weeks. The eruption frequently be- 
gins as a plaque or group of irregularly 
scattered papules, eventually reaching a 
linear pattern. However, it may remain 
without a linear pattern for several weeks. 
It is possible that, if the trigger mechanism 
discontinues its action, we may find an 
atypical eruption of lichen striatus sine 
striatione. 

The clinical picture does not appear to us 
to be as clearly distinct as when described 
by other authors.+? If the diagnosis could 
be made solely on the history and the clinical 
evaluation and with the aid of other im- 
portant findings one could discriminate bet- 
ter between lichen striatus and other linear 
dermatoses ; however, this alone is certainly 
not sufficient. If we consider only Cases 1, 
5, and 12, described in detail, we have three 
distinct clinical pictures. In Case 1, had the 
lesion not been linear in shape and asympto- 
matic it could easily have been mistaken for 
lichen simplex chronicus. Only two months 
later, during the involuting phase, the lesion 
consisted of scattered single reddish papules. 
Case 5 was verrucous in character, and it 
was clinically diagnosed as nevus unius 
lateris. Case 12, by contrast, was a collec- 
tion of single hypopigmented papules, al- 
most suggestive of lichen nitidus; patches 
formed by coalescence of such papules; 
violaceous plaques more suggestive of lichen 
planus, and, finally, grayish patches sug- 
gesting lichen simplex chronicus. On the 
basis of common histologic findings, it was 
felt that all these lesions were different 
stages Of evolution of the same condition. 
Thus, clinical observation is not, in itself, 
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sufficient to arrive at a diagnosis of lichen 
striatus. 

Lichen striatus is unilateral and presents 
itself as an irregular streak of variable 
length and width, either continuous or in- 
terrupted, often dividing and again coalesc- 
ing. The primary lesion is a papule that 
may be of different size, shape, and color. 
It may be isolated but more often coalesces 
to form plaques. The papules are generally 
slightly raised, flat, and angular; at times 
reddish and purple, and at other times some- 
what shiny and covered by grayish scale. 
Generally, in the skin of a Negro the erup- 
tion appears hypopigmented in comparison 
to surrounding skin. Occasionally, small and 
tiny papules can be found, and infrequently 
an occasional vesicle is present. On one oc- 
casion, as in a similar case described by 
Johnson? the eruption appeared to be 
formed by hyperkeratotic coalescing papules, 
suggesting, in its linear pattern, the nevus 
unius lateris. 

The pathologic changes in lichen striatus 
seem to consist primarily in perivascular 
lymphocytic and histiocytic infiltrate (Figs. 
1, 2, and 3), which may be present at any 
level in the corium and which when located 
around the hair follicles and sebaceous 
glands may produce secondary changes lead- 
ing to atrophy of these organs (Figs. 4 and 
5). The infiltrate presents always the char- 
acteristic perivascular pattern already de- 
scribed by F. Pinkus.S The epidermal . 
changes are secondary to the perivascular 
dermal infiltrate, and they are found mostly 
when the infiltrate is present in the papilla 
or in the superficial subpapillary layer. Sec- 
tions may be found where, besides the peri- 
vascular dermal changes, there is not any 
evidence of epidermal damage, while in other 
sections the epidermis may be found to be 
damaged in irregular areas alternating with 
normal epidermis, slight acanthosis, and 
atrophy. 

The epidermal changes consist of variable 
stages of intercellular and intracellular 
edema, rarely resulting in early vesiculation. 
The basal cells are disrupted when closely 
related to the infiltrate and a scattered and 
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variable lymphocytic infiltrate has pene- 
trated from below. Diffuse hyperkeratosis 
is present, and in a great number of sections 
there is also a spotty parakeratosis. The 
granular layer is generally normal or thin- 
ner, but on rare violaceous plaques, clini- 
cally suggesting lichen planus, it has been 
found to be thicker. It is worth noting that 
in this same lichen planus-like lesion noth- 
ing else except the hypergranulosis and 
acanthosis suggested the diagnosis of lichen 
planus histologically. 

An important fact which was emphasized 
in the early description of lichen striatus 
by Felix Pinkus ë and later on by Hermann 
Pinkus è is the presence of Darier cells and 
grains in lichen striatus. In a careful ex- 
amination of the slides of these 15 new cases 


Fig. 3.—Subpapillary perivas- 
cular infiltrate. Slight epider- 
mal acanthosis. Hematoxylin 
and eosin; X 90. 
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Fig. 2—Normal epidermis and peri- 
Ri vascular infiltrate in the subpapillary layer 
= and middermis. Hematoxylin and eosin; 
x 90. 


I found such dyskeratotic cells to be pres- 
ent almost in half (7) of the cases. They 
are found, however, in a small number, scat- 
tered mostly in the granular and horny layer 
(Fig. 8). Occasionally, some may be found 
in the prickle-cell layer. They never assume 
the proportions we see in Darier’s keratosis 
follicularis. In Negro patients hypopig- 
mentation was found to be due to loss of 
melanin from disruption of the basal layer. 
The pigment was picked up by melanophores 
and carried down into the corium. 

In the differential diagnosis lichen planus, 
linear psoriasis, and nevus unius lateris have 
been mentioned, Linear neurodermatitis also 
should be considered. 


Cases, like the one presented at the last 
Congress 


International in Stockholm, 
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Fig. 4.—Destruction of the epidermis to the 
right; acanthosis to the left. The infiltrate is also 
present around the sebaceous glands with initial 
destruction (x). Hematoxylin and eosin; X 90. 


which was intensely pruritic, had been pres- 
ent for 30 years, and was histologically 
described as chronic neurodermatitis, proba- 
bly are a linear form of lichen simplex 
chronicus, and although some clinical simi- 
larity exists with lichen striatus, they should 
not be confused with it. Recently, the case 
of a child with typical infantile eczema was 


Fig. 6—Acanthosis and spongiosis; infil- 
trate disrupting the basal layer. Subpapillary 
perivascular infiltrate. Orcein and Giemsa 


stain; X 90. 
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_ Fig. 5—The subpapillary and papillary infiltrate 
is producing atrophy of the epidermis. The peri- 
vascular infiltrate has infiltrated and disrupted the 
hair follicle with gradual disappearance of the 
sebaceous gland (x). Hematoxylin and eosin; 


x 90. 





observed who had developed a linear erup- 
tion on the flexor surface of the forearm 
that histologically was typical of neuro- 
dermatitis and had none of the character- 
istics of lichen striatus. 

The points of differentiation from lichen 
planus are many, but where some similari- 
ties may exist (hypergranulosis, acanthosis ) 
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a good differential point is that in lichen 
striatus the perivascular infiltrate affects 
(in contrast to lichen planus) some papillae 
and the overlying epidermis more than oth- 
ers in the same papule. 

Psoriasis, although occasionally confusing 
clinically, presents a clear-cut typical his- 
tologic picture under the microscope. 

Nevus unius lateris appears in childhood 
and exceptionally in early adult life. Oc- 
casionally, (Meirowsky)** it may disappear 
spontaneously. Histologically it presents a 
completely different picture from lichen 

Fig. 7 —Heavy infiltrate in the papillary dermis striatus. There is hyperkeratosis ot the 
with complete absence of elastic fibers, atrophy of epidermis, or of the opening of the hair 
the epidermis and parakeratotic scale. (From same follicles, with a variable degree of acantho- 
case as Fig. 6.) Orcein and Giemsa stain; X 90. È 
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Fig. 8—Details of 
parakeratosis and dys- 
keratotic cells. Hema- 
toxylin añd- eosin: 


< 1,100. 
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Fig. 9—Clinical picture 
of Case 12, Table 3. 
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sis and papillomatosis. At times, it may also 
resemble verruca plana, with a basket-weave 
appearance of the keratin layer and vacuola- 
tion of the cells of the granular layer. 


The histologic picture of lichen striatus, 
although typical of this condition in differ- 
ential diagnosis from other linear derma- 
toses, has a relative value when compared 
to the broad field of other dermatoses. Cer- 
tain cases of parapsoriasis in plaques and 
possibly certain cases of toxic dermatitis 
with prominent involvement of the blood 
vessels can give a similar histologic picture, 
but it is obvious that the clinical picture 
would be completely different. 


Lichen striatus is a self-involuting condi- 
tion. In all my cases, it was not specifi- 
cally affected by any form of treatment, 
including x-ray, and if improvement oc- 
curred, I felt that it was purely coincidental. 


Conclusion 


Lichen striatus is a polymorphic papular 
linear eruption, characterized by a rather 
rapid onset, lack of symptoms, and unilateral 
distribution. It has a rather prolonged 
course, varying from a few weeks to one 
year, and is not responsive to treatment. 
The papules may be flattened, glistening, 
and angular and either brown, red, or 
violaceous. They may be single or may 
coalesce to form plaques of different sizes. 
Recovery takes place without leaving any 
abnormality of the skin. The main patho- 
logic changes consist of an infiltrate mainly 
centered around the subpapillary vessels and 
usually extending farther down, so that the 
vascular tree appears outlined by the in- 
filtrate. The infiltrate is mostly composed 
of lymphocytes and histiocytes. Plasma cells 
are absent or rare. The epidermal changes 
appear to be secondary. In contrast to ec- 
zematous dermatitis, there is usually no 
acanthosis ; there even may be atrophy, even 
though the epidermis is invaded by wander- 
ing cells which disrupt the basal layer and 
cause intercellular edema and even small 
vesicular spaces. Some parakeratosis is us- 
ually present. One feature which is often 
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present in greater or less degree is indi- 
vidually keratinized cells, which never as- 
sume the proportions seen in Darier’s 
disease. 

Dr. Hermann Pinkus, Chairman of the Depart- 
ment of Dermatology, Wayne State University, 
and the following doctors collected and followed 
these cases: Dr. T. D. Arlook, Elkhart, Ind.; Dr. 
Lee Carrick, Detroit; Dr. Chester Farmer, Laurel, 
Miss.; Dr. Merle A. Haanes, Pontiac, Mich.; Dr. 
Frank Horne, Rocky Mount, N. C.; Dr. R. 
Laubenheimer, Milwaukee; Dr. Irving D. London, 
Montgomery, Ala.; Dr. T. H. Miller, Detroit; 
Dr. Betty B. Owens, Middletown, Ohio; Dr. A. E. 
Palmer, Detroit, and Dr. C. E. Reyner, Detroit. 


Wayne State University College of Medicine, 
1401 Rivard St. (7). 
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Prophylactic Management of Recurrent Seasonal 


Bacterid 


Report of a Case 


THOMAS BUTTERWORTH, M.D., and JOHN E. GERMAN, M.D., Reading, Pa. 


According to the concept of bacterids, 
foci of the tonsils, teeth, 
sinuses, or some other portion of the body 
discharge toxins or bacterial products into 


infection in 


the circulation, producing culturally sterile 
pustules or vesicopustules on the hands and 
feet. The lesions usually appear first on the 
midportions of the palms and soles, from 
which they spread to cover all of the volar 
surfaces and often the lateral aspects of the 
hands and feet. Advanced cases are bi- 
laterally symmetrical and entirely pustular, 
with distinctive histologic findings. Exacer- 
bations and remissions are frequent, but 
local therapy affords no relief. Eradication 
of the foci of infection, however, will effect 
a prompt cure. The patients are generally 
middle-aged adults, and the disease is com- 
moner in women than in men. 


All dermatologists do not accept this the- 
ory. It seems desirable, therefore, to record 
well-studied cases whose manifestations 
support this concept and at the same time 
exhibit features that differ from the usual 
findings. 


Report of Case 


An 18-year-old male Negro high school athlete 
came to the Skin Clinic of the Reading Hospital 
on Nov. 29, 1957, complaining of a rash on his 
hands that interfered with his playing basketball. 
He stated that a similar eruption had occurred 
on his hands and feet every winter for the past 
seven years, the rash appearing in September and 
fading away in June. At times during the winter 
the eruption would improve considerably. Various 
local remedies had failed to influence its course. 


Submitted for publication July 30, 1958. 
From the Department of Dermatology, the 
Reading Hospital. 





Fig. 1—Firm shotty papules on backs of the 
hands and fingers. Note spindling of the digits. 


His family and social history yielded no clue as 
to the cause of his complaint. In his personal 
history, a valuable lead was discovered in that 
every winter since early childhood he had had 
frequent sore throats and attacks of naso- 
pharyngitis. 

Upon examination, about 50 firm shotty hyper- 
pigmented or depigmented papules were noted on 
the backs of his hands, wrists, and fingers (Fig. 1). 
Half that number of similar lesions were present 
on the dorsal surfaces of the feet. The palms and 
the volar and lateral aspects of the fingers ex- 
hibited 20 deep-seated vesicles and pustules (Fig. 
2), but only a solitary pustule was found on the 





Fig. 2—Deep-seated pustules and vesicopustules 
on the palms and fingers. 
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left great toe. A laceration, due to a recent injury, 
was present on the back of the left hand. Some of 
the lesions were tender, especially when he would 
grasp an object, such as a basketball. 


His fingers, particalarly the third and fourth, 
were spindle-shaped, cwing to swelling of the prox- 
imal interphalangeal joints. This feature caused 
him no trouble, and he had never been aware that 
the digits differed fram the normal in shape. 


The urinalysis showed 1+ albumin and 50-60 
white blood cells. Routine serologic studies for 
syphilis and a complete blood cell count were 
normal. The seasonal occurrence of the eruption 
suggested a search for cryoglobulins, but none was 
found. The total proteins were 8.4 gm.; albumin, 
4.8 gm., and globulin, 3.6 gm. per 100 cc. of serum, 
with an A/G ratio of 1.3:1. Staphylococcus 
pyogenes var. albus, ceagulase-negative, was found 
in some cultures of the pustules on the fingers, 
but repeated examinations for fungi were unpro- 
ductive. 


A search for foci of infection was instituted. 
Dental x-rays revealed abscesses at the apices of 
three teeth, and cultural studies of the throat 
showed f-hemolytic streptococci. Following this 
lead, appropriate tests revealed an antistreptolysin 
titer of 2,500 Todd umits and a Westergren sedi- 
mentation rate of 26 mm. (normal 0-15 mm.). The 
‘test for C-reactive pretein was negative. 


Because of the arthritic changes in the fingers, 
which x-rays established as due to soft tissue swell- 
ings, we were concerned with possible cardiac in- 
volvement. A cardiologist upon examination of the 
heart, however, reported normal findings, which 
were confirmed by negative x-ray studies of the 
chest and an electrocardiograph. 


A discrete recent pustule was removed from the 
anteromesial aspect o: the left fifth finger for 
histologic examination The pathologic picture 
was found to be in essential agreement with that 
reported by Andrews* and others as occurring in 
pustular bacterid. The striking feature was a 
unilocular intraepidermal pustule. There was slight 
acanthosis, but the rocf of the lesion revealed a 
normal granular and herny layer. A moderate in- 
filtrate of lymphocytes, histiocytes, and scattered 
neutrophils was situated in the underlying corium, 
but only a few polymorphonuclear cells were pres- 
ent in the epidermis surrounding the pustule. The 
latter contained a net of fibrin, a few polymor- 
phonuclear cells, and epithelial debris. 

The tentative diagnoses of recurrent seasonal 
-bacterid and rheumatoid arthritis having been made, 
treatment was initiated on an outpatient basis. The 
dental department began to extract the infected 
teeth. Cultures from the several tooth sockets 
showed an a-hemolytic Streptococcus. During this 
time, he received 600,000 units of benzathine peni- 
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cillin G intragluteally twice a week, the B-hemolytic 
Streptococcus recovered from the throat having 
been found to be sensitive to that antibiotic. In 
spite of this therapy, he experienced a mild 
exacerbation of his eruption after each extraction. 
Since the over-all process was gradually becom- 
ing worse, he was admitted to the hospital on Jan. 
3, 1958. 

Upon admission, nothing remarkable was found 
in his general physical examination except enlarged 
tonsils with slight regional adenopathy. An oto- 
laryngologist succeeded in expressing pus contain- 
ing B-hemolytic streptococci from the left tonsil and 
recommended tonsillectomy. The patient was given 
400,000 units of repository penicillin procaine intra- 
gluteally every 12 hours. Within a few days, 
B-hemolytic streptococci could no longer. be re- 
covered from his throat; the antistreptolysin titer 
had fallen to 1,250 Todd units, and the lesions on his 
hands showed marked improvement. 

The patient’s tonsils were removed on Jan. 11, 
1958, under local anesthesia. Repository penicillin 
procaine, 400,000 units twice a day intragluteally, 
was continued postoperatively. The bacterid showed 
progressive improvement, and upon his discharge, 
on Jan. 18, 1958 pigmented and apigmented macules 
only remained on his hands, together with a few 
dark brown remnants of the previous lesions on the 
feet. The swellings of the interphalangeal joints 
had likewise all but disappeared. 


The lad returned to the outpatient department 
one month later as a thoroughly dissatisfied patient. 
He had begun to develop new lesions on his hands 
and feet immediately upon his discharge from the 
hospital, and their numbers had increased until 
the clinical picture was about that of the previous 
November. The swelling of the fingers had 
recurred also, although this manifestation caused 
him no concern. 


Earlier laboratory and clinical studies were 
repeated. The results were essentially those of 
our previous findings, including a -hemolytic 
Streptococcus in his throat. In addition, a urologic 
examination and culture of the urine were non- 
informative. 

Repository penicillin procaine, 600,000 units, was 
then administered intragluteally on 10 successive 
days. After this intensive course of therapy, 
B-hemolytic streptococci had disappeared from his 
throat and there was marked clinical improvement. 
At that time, prophylactic therapy was considered 
advisable. Accordingly, benzathine penicillin G, 
was administered intragluteally 
every two weeks, and on the same occasion, a 
culture of his throat was taken. Under this regimen, 
his throat remained free of -hemolytic strepto- 
cocci and the skin approached normal.” Only an 
occasional small short-lived vesicopustule would 
appear on his fingers from time to time, but the 
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feet remained clear. Upon his graduation from 
high school, at the end of May, he joined the armed 
forces. 


Comment 


This patient was unusually young for 
pustular bacterid, and involvement of the 
dorsal surfaces of the hands and feet was 
an atypical manifestation. His race, the 
histologic picture, the absence of psoriatic 
lesions elsewhere, and the response to peni- 
cillin were against the possibility of pustular 
psoriasis. There are few who would ques- 
tion the removal of his three abscessed 
teeth, but there are possibly some who may 
doubt the wisdom of his tonsillectomy, in- 
sofar as it failed to relieve his manifesta- 
tions. It must be recalled, however, that 
prior. to tonsillectomy benzathine penicillin 
G, 600,000 units administered intramuscu- 
larly twice a week, failed to eradicate 
B-hemolytic streptococci from his throat, 
whereas postoperatively benzathine penicil- 
lin G, 1,200,000 units given intragluteally 
every two weeks, was sufficient to eliminate 
that organism from cultures of his throat. 

Prophylactic therapy to control streptococ- 
cal infections has been found effective in 
preventing recurrences of rheumatic fever. 
Wood et al.2 compared the effectiveness of 
1,200,000 units of benzathine penicillin G 
intramuscularly every four weeks, 1 gm. of 
sulfadiazine by mouth daily, and 200,000 
units of oral penicillin daily in children who 
had had that disease. The streptococcal in- 
fection rate per patient year was least for 
the group receiving penicillin injections. 
For this reason, injections of benzathine 
penicillin G were chosen for our patient, 
although similarly favorable results may 
have been obtained by oral sulfadiazine. 
Prophylactic therapy with either of these 
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agents may be the solution to those cases 
of pustular bacterid in whom removal of 
obvious foci has failed to eliminate the 
chronic infection. 

As in the prevention of rheumatic fever, 
the question arises as to how long prophy- 
lactic therapy will be necessary in the fu- 
ture to prevent a recurrence of the pustular 
bacterid in this boy. We feel that frequent 
observations of his skin and cultures of his 
throat, beginning early next fall, will deter- 
mine the answer to his problem. 


Summary 


A case’of recurrent seasonal morpholog- 
ically atypical pustular bacterid associated 
with rheumatoid arthritis is reported in an 
18-year-old Negro high school athlete. The 
process appeared to have been caused by a 
chronic B-hemolytic streptococcic infection 
of the throat. Tonsillectomy failed to re- 
lieve his manifestations, although the disease 
was more responsive to penicillin postopera- 
tively. Long-acting penicillin administered 
prophylactically every two weeks eliminated 
pathogenic streptococci from his throat and 
reduced his cutaneous manifestations to an 
occasional small short-lived vesicopustule. 


411 Walnut St. 
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Seasonal Ragweed Dermatitis 


Association of Immediate and Delayed Types of Pollen Sensitivity 


SHELDON G. COHEN, M.D., Wilkes-Barre, Pa. 


Introduction 


Evidence for the etiologic role of ragweed 
pollen in the preduction of seasonal der- 
matitis has been well documented.'* Al- 
though possessing the common denominator 
of hypersensitivity, there are two distinct 
morphologic types of ragweed dermatitis, 
each dependent upon a different immu- 
nologic mechanism. One is typical atopic 
dermatitis associated with an immediate 
intracutaneous whealing response to the 
water-soluble pollen fraction, mediated 
through circulating serum reaginic antibody 
to ragweed. Here, the challenging exposure 
to wind-dispersec pollen grains occurs 
through the inhalant route. The second 
variety is allergic eczematous dermatitis of 
the contact type, mediated through a tissue- 
sensitizing factor and demonstrated by the 
delayed epidermal response to patch testing 
with the ether-acetone-soluble pollen frac- 
tion, “ragweed oil.” This is further charac- 
terized by an inability to detect circulating 
serum antibody in the patient whose ex- 
posure to the oil-containing ragweed pollen, 
leaf, or stem is by direct cutaneous contact. 

Recent experience has demonstrated the 
coexistence of both atopic and contact fac- 
tors in two ragweed-sensitive patients with 
seasonally aggravated dermatitis. A search 
of the literature pertaining to pollen sen- 
sitivity and dermatitis failed to reveal 
previously reported instances of these com- 
bined clinical entities. It was therefore felt 
noteworthy to report the clinical features of 
these two unusual patients as well as to 
record experimental findings that might con- 


Submitted for publication July 17, 1958. 
From the Department of Biology, Wilkes Col- 
lege; Associate Professor of Biological Research. 


118/328 ° 


tribute to an understanding of some aspects 
of the basic immunologic phenomena in- 
volved. 


Report of Cases 


CAsE 1—A 46-year-old white, male, agricultural 
worker, residing in Pennsylvania, was first seen in 
October, 1954, after an acute flare-up of recurrent 
seasonal rhinitis, dermatitis, and asthma. Since 
1940, he had been subject to recurrent symptoms 
of lacrimation, ocular itching, sneezing, serous 
nasal discharge, coughing, wheezing, dyspnea, and 
a localized dermatitis of the eyelids, face, neck, 
and flexor surfaces of the elbows and knees. For 
the first two years these symptoms were present 
only during the months of August and September, 
but gradually nasal and chest symptoms began to 
appear earlier (May-June) and persist for longer 
periods of time (until January). Progression con- 
tinued until his symptomatology at the time of this 
first examination consisted of mild recurrent peren- 
nial nasal and asthmatic symptoms, with an occa- 
sional flare-up of the dermatitis during the winter 
months, a slight increase of these symptoms during 
the early summer months, and severe exacerbations 
in August and September. Known aggravating 
factors included exposure to flowering vegetation, 
house dust, wool, and soap powders and eating 
oranges, grapefruit, pineapple, cucumbers, and 
melons. There were no other systemic symptoms 
or associated allergic manifestations. 

Physical examination revealed a well-developed, 
well-nourished 46-year-old white man whose only 
positive physical findings were limited to the nose 
and skin. The nasal mucosa was pale and 
edematous; the turbinates, boggy, and the nasal 
secretion, serous. The neck, face, and flexor sur- 
faces of the elbows and knees were involved with 
a dermatitis characterized by erythema, papule 
formation, and lichenification, and the skin gen- 
erally exhibited white type dermatographism. The 
remainder of the findings were within normal 
limits. 

Laboratory Studies—The nasal smear was pre- 
dominately eosinophilic. Blood cell counts were 
within normal limits, with 5% eosinophilia on dif- 
ferential smear. Urinalysis was negative. 
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Skin Tests—On intracutaneous testing there 
were marked positive whealing responses noted to 
house dust, feathers, Alternaria mold, and rag- 
weed pollen. Moderate responses were noted to 
silk, tobacco, wool, grass (timothy, orchard, blue) 
pollens, and a few food extracts, including coffee, 
corn, onions, oranges, peanuts, pork, and rye. 

Clinical Course—In addition to topical derma- 
tologic preparations and orally administered anti- 
histaminic drugs, allergic management was 
instituted immediately. This included procedures for 
the avoidance of suspected inhalant allergens, trial 
elimination diets, and hyposensitization injections to 
house-dust, grass, and ragweed-pollen extracts. The 
patient rapidly improved, and within a few months 
active cutaneous lesions regressed and nasal symp- 
toms were only minimal. He remained asympto- 
matic until:the following August, when there was 
a mild increase in nasal symptoms, with a re- 
appearance of active dermatitis on the neck, face, 
forearms, and lower legs. Because of the promi- 
nent localization of the erythematous, papular, 
lichenified lesions on the exposed portions of the 
body the possibility of a contact factor was sus- 
pected. Among the patch tests performed ragweed- 
pollen oil was included, and this resulted in a 3+ 
reaction within 24 hours. The following winter, 
injections of ragweed-pollen oil were included in 
the above described regimen. On this therapy 
marked and progressive improvement was noted. 
During the past two summers, there were only 
very minimal seasonal nasal symptoms. Following 
the addition of ragweed-pollen oil with the saline- 
ragweed-pollen extract to his hyposensitization 
program he was free of symptoms of dermatitis 
of both atopic and contact distributions during the 
months of August and September. 

Case 2.—A -26-year-old white, male, train brake- 
man, residing in Pennsylvania, was first seen in 
October, 1956, after a seasonal flare-up of recurrent 
dermatitis that had been present since childhood. 
Until the age of 18 he had been subject to a mild 
recurrent dermatitis with limited localization to the 
flexor surfaces of the elbows. The eruption was 
perennial in occurrence but generally more promi- 
nent during the late summer months. In 1948, at 
the age of 18 and after he entered the Navy, the 
eruption spread to involve the face and neck. He 
was then granted a medical discharge when a posi- 
tive patch-test reaction was elicited upon applica- 
tion of a sample piece of his blue woolen uniform. 
Within three to four months after his return 
home the dermatitis regressed and again remained 
localized to the antecubital areas. Two years later 
he entered the Army, and, while in service in Ken- 
tucky, during September, he experienced another 
severe flare-up of the dermatitis with a generalized 
distribution. He was subsequently granted a medi- 
cal discharge and returned to his home in Pennsyl- 
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vania in 1951. Since that time his symptoms of 
dermatitis essentially followed the same recurrent 
pattern. During the winter months he experienced 
an almost constant pruritic, erythematous, and 
lichenified eruption of the forearms and antecubital 
fossae, with marked generalized “skin dryness and 
scaling.” Toward the end of each August and 
lasting until the late fall months he would note 
severe acute exacerbations of a superimposed active 
eruption involving the ankles, lower legs, wrists, 
hands, face, eyelids, ears, and neck, with sparing 
of the trunk. He was unable to relate precipitation 
or aggravation of dermatologic symptoms to ex- 
posure to any known inhalants, foods, or con- 
tactants. He stated that two years previously he 
received skin tests and was found to have positive 
reactions to “house dust, animal hairs, pollens, and 
a few foods.” He then received “dust injections” 
for the next two years, without any apparent bene- 
ficial effect on symptoms related to the seasonal 
dermatitis. There were no associated symptoms 
of seasonal or perennial rhinitis, asthma, urticaria, 
or food intolerances. In 1951, he experienced a 
dermatitis after the administration of penicillin, 
but there was no other known history of drug re- 
actions. The systemic review was otherwise nega- 
tive. The family history was positive for allergy 
in that his mother had allergic asthma and a 
brother had eczema. 

The only positive physical findings were related 
to the skin, which exhibited a diffuse dermatitis 
involving the face, neck, hands, lower legs, fore- 
arms, and flexor aspects of the elbows. This was 
characterized by erythema, lichenification, excoria- 
tions, and some exfoliation. There was an asso- 
ciated generalized white type dermatographism. The 
remainder of the complete physical examination 
findings were within normal limits. 

Routine laboratory studies, including complete 
blood cell count, sedimentation rate, and urinalysis, 
were within normal limits. 

Skin Tests—On intracutaneous testing there 
were moderate-to-marked positive immediate wheal 
type reactions noted to dog hair, house dust, 
feathers, horse hair, rabbit hair, wool, chocolate, 
chicken, lamb, oats, egg, pork, rice, spinach, yeast, 
and ragweed-pollen extract. On patch-testing there 
were moderate 3+ delayed type reactions noted to 
the application of nickel sulfate, ammoniated mer- 
cury, and the acetone-soluble fraction of ragweed 
pollen (ragweed oil). 


Experimental 


Immunizations —Series of adult male 
rabbits were each immunized with one of 
the ragweed antigens described below and 
prepared from the pollen of short ragweed, 
Ambrosia elatior. 
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(1) Pollen Extract: A conventional type 
aqueous extract was prepared from ether- 
treated ragweed-pollen grains. Accepted 
methods of extraction were employed with 
use of an alkaline saline fluid (Coca) and 
glycerin. This preparation was typical of 
those used in the hyposensitization of rag- 
weed-sensitive patients for treatment of 
rhinitis and asthma. Each animal received 
a total dosage of 15 mg. of protein nitrogen 
through a series of 12 alternating intra- 
venous and subcutaneous injections ad- 
ministered in equally divided doses over a 
21-day period. Antiserum was prepared 
from blood drawn by cardiac puncture seven 
days after the last injection. 

(2) Pollen Oil: After pollen was de- 
fatted with ether, the ether-soluble portion 
was filtered off and the ether allowed to 
evaporate and the residual pollen oil was 
added to liquid petrolatum (Albolene). 
Each rabbit received a quantity of pollen 
oil recovered from 15 grams of whole pollen 
grains and brought up to a total volume of 
16 ml. with liquid petrolatum. This was 
administered through a series of four alter- 
nating intraperitoneal and subcutaneous in- 
jections of 1 ml. each per week over a total 
period of four weeks. Antiserum was pre- 
pared from the blood drawn by cardiac 
puncture seven days after the last injection. 
The development of cutaneous sensitivity 
to pollen oil was determined by the appear- 
ance of a localized area of ‘cutaneous ery- 
thema 24-48 hours after the application of 
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the pollen oil in acetone to a shaved area on 
the back or flank. Such criterion was noted 
in only one of four treated albino rabbits 
of the New Zealand strain at the end of the 
four-week experimental period. 

(3) Whole Pollen Grains: A suspension 
of untreated whole pollen grains (in an 
amount calculated to contain 15 mg. of pro- 
tein nitrogen) in aluminum hydroxide 
cream was administered to each animal by 
intramuscular injection at multiple sites on 
the same day. Antiserum was prepared 
from the blood drawn by cardiac puncture 
21 days later. 

Precipitin Tests—tIn vitro test pro- 
cedures with soluble ragweed antigens and 
rabbit antisera to ragweed for determination 
of precipitin reactions were carried out in 
agar-filled Petri dishes according to the dou- 
ble-diffusion technique described by Ouch- 
terlony.© In this procedure the soluble 
antigen and the antiserum are instilled in 
oppositely placed wells within the agar. 
Both the antigens and antibodies diffuse 
through the gel from opposite directions, 
and when they meet in suitable proportions 
a visible band of precipitate forms for each 
specific antigen-antibody system. This al- 
lows for the resolution of each antigenic 
preparation into individual antigenic com- 
ponents and each antiserum into its con- 
stituent antibodies. 


The results of these tests are summarized 
in the Table. 


Diagrammatic reproduction of precipi- 
tin reactions occurring in an agar-gel 
plate by the double-diffusion technique 
of Ouchterlony, by use of the following 
tests: A, a saline-pollen extract and two 
rabbit antiserums, (1) to the ether- 
soluble fraction of ragweed-pollen grains 
(“pollen oil”) and (2) to a saline-pollen 
extract. B, the aqueous fraction of a 
water-treated ragweed oil-in-water sus- 
pension and two rabbit antiserums, (1) 
to the ether-soluble fraction of ragweed- 
pollen grains (“pollen oil”) and (2) to 
raw intact pollen grains. The coalescence 
of lines of precipitate (reactions of iden- 
tity) indicates the presence of common 
components. 
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Results of Tests 








Individual 
Bands of 
Antigen Reaction Antisera Precipitate, No. Reactions of Identity 
1 Antiserum to ragweed extract 4 One band in Reaction 1 coalesced 
Ragweed saline extract 2 Antiserum to ragweed pollen 1 with band in Reaction 2 (Fig. A) 
oil s 
Aqueous fraction of water-treated 1 Antiserum to intact ragweed 2 Both bands of precipitate in Reac- 
ragweed-pollen oil (oil-in-water pollen grain tions 1 & 2 demonstrated coales- 
suspension) 2  #£Antiserum to ragweed pollen 2 cence (Fig. B) 


oil 





Comment.—These results indicate (1) 
that at least one antigenic component com- 
mon to both the water-soluble and ether- 
soluble (oil) fractions of ragweed pollen is 
present and (2) that two water-soluble anti- 
genic components of the raw ragweed-pollen 
grain may be carried over into ragweed 
“oil” during the process of ether fractiona- 
tion, 


Comment 


Both of the patients whose case histories 
are reported here presented sufficient evi- 
dence to fulfill the criteria required for 
establishing the diagnoses of both atopic 
dermatitis and contact dermatitis, with rag- 
weed pollen implicated as the causative al- 
lergen in each instance. The association of 
morphologically distinct types of sensitiza- 
tion dermatitis, existing in the same person, 
is not an unusual clinical observation. This 
may be due to independent etiologies, such 
as that of the delayed-contact sensitivity 
reaction to nickel often seen in the allergic 
person with atopic dermatitis® associated 
with immediate wheal type reactions of 
reaginic sensitivity to a variety of food and 
inhalant allergens, or, on the other hand, 
only one allergenic agent, such as para- 
phenylenediamine, may be the responsible 
etiologic factor for each, with the resultant 
type of dermatitis dependent upon the route 
of clinical exposure.* ; 

The ragweed-pollen grain is a complex 
antigen. Its essential components are an 
inner core, containing the water-soluble 
protein -fractions responsible for the 
syndromes of seasonal  rhinitis-asthma- 
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eczema with exposure through the inhalant 
route, and an outer portion, containing the 
oil-soluble constituent responsible for the 
production of dermatitis in specifically 
sensitized persons on direct external con- 
tact. These components are apparently 
unrelated, and each is considered to possess 
distinct biochemical and immunologic iden- 
tity. Questions regarding pollen sensitiza- 
tion in the two patients reported here are 
then concerned with the underlying im- 
munologic mechanisms. It is possible that 
these clinical manifestations of both the 
immediate reaginic and the delayed types of 
hypersensitivity reactions were somehow 
related. On the other hand, they may have 
been etiologically distinct and occurred in 
the same allergic patient only by chance. 

In the case of certain foods, drugs of 
plant origin, animal products, metal salts, 
and organic compounds, Mayer ê has noted 
that the same agent is capable of producing 
allergy of the urticaria~asthma-dermatitis 
group with humoral antibodies when intro- 
duced into the body by inhalation, injection, 
or ingestion or of the contact type dermati- 
tis with sessile antibodies following direct 
skin contact. Such differences in response 
are attributed to chemical differences in 
the fibrous and globular body protein con- 
stituents to which these haptens may attach 
to form different and complete antigens. 
It has also been shown that once skin 
sensitization had been established to such 
drugs as sulfonamides *° and antihista- 
minics !! exacerbations of dermatitis could 
be elicited by either topical application or 
oral administration. Some patients, sen- 
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sitized topically to an antigenic protein 
agent, such as penicillin, may manifest re- 
actions on systemic administration,!? and 
both the positive immediate wheal and 
delayed patch-test responses have been 
noted in a ‘few instances of penicillin con- 
tact dermatitis.1*’* Whether or not the 
relationship of atopic dermatitis and contact 
dermatitis in the same ragweed-pollen-al- 
lergic patient may bear any resemblance to 
the clinical sensitivity states described above 
is not apparent. ` 

In consideration of the possibility that 
both contact and atopic sensitization might 
have been mediated by related ragweed 
antigens, techniques involving experimental 
sensitization were attempted. Circulating 
precipitating antibody against one major 
antigenic component of the water-soluble 
fraction of ragweed pollen was detected in 
the sera of rabbits immunized with the 
ether-soluble fraction of the pollen grain 
(“pollen oil”). This finding was unan- 
ticipated, in view of the accepted concept 
of the selective role of proteins and 
carbohydrates as antigens required for the 
production of anaphylactic type antibody in 
immunologic phenomena. It was also noted 
that the presence of this serum antibody 
was not dependent upon the associated 
development of cutaneous contact sensi- 
tivity to the ragweed oil. Since antigenic 
constituents of pollen oil were shared in 
common with aqueous pollen extract and 
could be further removed from the oil by 
water treatment, two possible explanations 
are suggested: 1. The constituent is in 
reality a protein soluble in ether because of 
technical inability to extract pollen grains 
in a completely anhydrous state, with 
resultant solution of this water-soluble 
antigen in a water-ether colloidal suspen- 
sion. 2. The constituent may be a lipopro- 
tein, soluble in either saline or ether. 
However, it has thus far been impossible 
to identify it as such by selective precipitin 
band-staining in agar with lipoprotein 
stains.!° The possibility of a common 
antigen being present in both ragweed 
aqueous extract and pollen oil may help to 


122/332 


A. M. A. ARCHIVES OF DERMATOLOGY 


explain such unusual findings as an as- 
sociated positive intracutaneous wheal-test 
reaction to aqueous pollen extract in pa- 
tients with contact dermatitis due to 
ragweed oil* and the positive delayed 
patch-test reaction to aqueous ragweed-pol- 
len extracts and albumin.’®"* 

Experimental studies have indicated the 
complex nature of the ragweed-pollen grain 
as a particulate antigen, the multiplicity of 
individual antigenic components, and the 
highly variable nature of the immune 
response evoked by these pollen prepara- 
tions.!8 Thus, variations in clinical patterns 
of ragweed-pollen allergy may possibly be 
explained by sensitization reactions to in- 
dividual pollen components in different 
persons. The exact immunologic basis for 
the presence of both immediate and delayed 
types of cutaneous sensitization to frac- 
tions of ragweed pollen in the same patients 
is not apparent. However, the fact that 
these two dermatologic manifestations may 
coexist might explain reasons for therapeu- 
tic failures of antiallergic management in 
some patients where the application of in- 
complete diagnostic measures have resulted 
in incomplete immunologic coverage in 
hyposensitization techniques. 


Summary 


Reports of two cases of seasonal dermati- 
tis with unusual features are presented. 
Each of the patients presented typical find- 
ings of both atopic dermatitis and allergic 
contact dermatitis, and, in each, immediate 
intracutaneous reactions to the 
aqueous extract and delayed patch-test re- 
actions to the oil fraction of ragweed pollen 
were demonstrated. 


wheal 


Series of rabbits were each immunized 
with either aqueous ragweed-pollen extract 
or the ether-acetone-soluble oil fraction of 
the pollen grain. The resultant antisera 
were employed in precipitin-test techniques 
in an attempt at antigenic analysis of the 
ragweed-pollen components. 
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Ragweed-pollen oil was found to contain 
two constituents capable of evoking an 
immune response characterized by the de- 
velopment of circulating precipitating anti- 
body, and this was unrelated to the 
development of a delayed type of cutaneous 
sensitivity reaction in the experimental 
animal. The oil constituent demonstrated 
evidence of immunologic identity with one 
of the antigenic components of the aqueous 
pollen fraction. 

Possible explanations for these experi- 
mental findings and their clinical implica- 
tions related to the dual immunologic 
mechanisms of immediate and delayed types 
of cutaneous hypersensitivity existing in 
the same patients are discussed. 


309 S. Franklin St. 
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Superficial Epitheliomatosis Involving Intact 


Skin Graft 


COL. GEORGE PRAZAK (MC) and CAPT. JOHN S. FERGUSON Jr. (MC), U. S. Army 


Involvement of skin grafts by epithelioma 
of various types is apparently not rare. 
However, a rather extensive review of the 
literature reveals no reported cases of in- 
volvement of a skin graft by extension onto 
its surface without disruption of the graft. 
As the following case does illustrate this 
phenomenon, it is thought to be of reporta- 
ble interest. 


Report of a Case 


The patient, a 45-year-old white woman, was 
first seen in the Dermatology Clinic, Brooke Army 





Submitted for publication June 18, 1958. 

From the Dermatology Service, Brooke Army 
Hospital, Brooke Army Medical Center, Fort Sam 
Houston, Texas. 

Fig. 1—Photograph taken Sept. 13, 1957, at the 


time of treatment and biopsy, showing the involve- 
ment of both intact sxin and graft. Evidence of 


Figure 1 





124/334 


Hospital, on Sept. 28, 1948. At that time she had 
two lesions involving the temple area just lateral 
to the right eye and the right upper lid. She stated 
that previous histological studies had revealed basal- 
cell epithelioma. A complete work-up revealed 
that on Jan. 9 and Jan. 15, 1945, she had received 
350 r in air to each of these two areas. On Feb. 
8, Feb. 21, and March 7, 1945, she had received 
350 r in air to a 2X1 ecm. area lateral to the right 
eve by a different physician. On July 9, 1947, a 
bean-sized area over the central portion of the 
right upper lid was treated by electrodesiccation 
and curettement, and verrucous lesions lateral to 
the right eye were treated in similar manner, 


At the time the patient was seen in this clinic 
there was marked atrophic scarring of the right 
upper lid and adjacent skin. Atrophy and tel- 
angiectasia were present lateral to the right eye. 
There was no evidence of epithelioma at that time. 


chronic radiodermatitis can be seen, particularly at 

the lower border of the graft. 
Fig. 2.—Photograph taken 

showing result of treatment. 


March 28, 1958, 


Figure 2 
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character. 


However, in February, 1949, there was evidence 
of definite activity at the margin of the scar, 
lateral to the right eye. Subsequently this area 
was treated with interstitial radium in the form 
of six 10 mg. radium needles with 0.5 mm. platinum 
filter for two and one-half hours. 

During the next two years recurrent lesions of 
the above areas were treated with various 
modalities; however, the lesions continued to recur. 
In January, 1952, it was decided that this patient 
would benefit by excision and grafting of the area 
of repeated recurrences and chronic radiodermatitis. 

This was done in February, 1952, and a split- 
thickness skin graft was obtained from the patient’s 
abdomen and implanted in the area of excision. 
The result was satisfactory, and the patient did 
well until December, 1953, at which time a small 
scaling lesion was noted just medial to the graft. 
This was treated by electrodesiccation and curette- 
ment. No biopsy was done at that time. 

On Aug. 29, 1957, the patient was seen for 
evaluation of a scaling lesion at the lower lateral 
border of the previously described skin graft. This 
lesion involved not only the surrounding tissue but 
was seen to extend onto the surface of the graft 
(Fig. 1). After careful shave biopsy the area was 
desiccated and curetted. . 

The pathology report confirmed the clinical im- 
pression of superficial epitheliomatosis. The photo- 
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micrographs revealed easy differentiation of the 
graft and intact skin, showing typical areas of 
superficial epitheliomatosis of both (Fig. 3). 
Figure 3, right, shows a higher magnification of 
one area of involvement. | 


Comment 


As no reports of extension onto the sur- 
face of a skin graft by any form of basal- 
cell epithelioma could be found, such a case 
is reported. This case represents a long- 
standing superficial epitheliomatosis which 
was treated by every conceivable means, in- 
cluding various forms of irradiation. Fi- 
nally skin grafting was resorted to, with 
resulting invasion of the graft from sur- 
rounding remaining active lesions. 


This case is thought to be of interest not 
only because of its unusual occurrence but 
it should be of particular interest to those 
who feel that superficial epitheliomatosis is 
of unicentric, rather than multicentric, ori- 


gin. 
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Multiple Progressive Vascular Hamartomata of the 


Leg Simulating Kaposi’s Hemorrhagic Sarcoma 


Report of a Case 


DESIRE J. A. REBELLO, M.D., and JAMES K. LOUTZENHISER, M.D., Cincinnati 


The term hamartoma refers to benign 
tumors of embryonal origin. It designates 
tumor-like malformations showing a faulty 
mixture of the normal components of the 
organ in which they occur. The pattern and 
arrangement of these normal cells do not 
conform to the structural organization of 
the organ affected. The tumor is usually 
encapsulated. It is the disorganization, 
overgrowth, and encapsulation of these 
masses which makes them anomalous.’ 
Hamartomata may occur in any organ of 
the body but are commonest in the spleen, 
liver, kidney, lung, and pancreas. In the 
skin they may be recognized as vascular 
hamartomata. 

Several syndromes have been described 
in which vascular hamartomata of the skin 
are associated with visceral lesions. In 
Maffucci’s syndrome vascular hamartomata 
are associated with phlebectasia, enchron- 
dromata, dyschrondroplasia, and “spider 
hands.” Sturge-Weber syndrome” consists 
of nevus flammeus in the distribution of 
one or more branches of the trigeminal 
nerve, glaucoma, contralateral hemiparesis, 
epilepsy, mental retardation, and cerebral 
calcification. The Parkes Weber syndrome * 
is hypertrophy of a limb due to congenital 
hemangiectasia. Klippel-Trénaunay disease 
(nevus varicosus osteohypertrophicus ) * is 
composed of systematized angiomata, par- 
ticularly nevi flammei, associated with vari- 
cosities and hypertrophy of the bones of the 
extremity in which the vascular lesions are 
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present; secondary gigantism occasionally 
occurs on the opposite side. Von Hippel- 
Lindau’s disease® is a familial disorder, 
characterized by angiomatosis and gliomato- 
sis of the retina and cerebellum. Cysts are 
found particularly in the cerebellum but also 
in other parts of the brain, including the 
meninges and spinal cord. Cysts may also 
be found in the pancreas and kidney; so 
may angiomas. There are no cutaneous le- 
sions. 

The blanket term ectoneurodermal ham- 
artomata® has been suggested for Sturge- 
Weber syndrome, Klippel-Trénaunay 
disease, von Hippel-Lindau disease, and 
Parkes Weber disease because of the diff- 
culty in distinguishing them clinically, The 
term phakomatoses’ has also been used. 
This includes Bourneville’s disease (tu- 
berous sclerosis), von Recklinghausen’s 
disease (neurofibromatosis), von Hippel- 
Lindau disease, Sturge-Weber disease, and 
Klippel-Trénaunay disease. Bourneville’s 
disease 8 may be associated with angiomata 
of the skin and other organs. An increased 
oxygen content of the peripheral vessels 
and higher skin temperatures are found in 
the affected parts in these syndromes.® The 
vascular lesions are radiosensitive, and this 
distinguishes them from simple nevus flam- 
meus.® 


Report of Case 


An ll-year-old white girl was admitted to 
Cincinnati General Hospital for the first time in 
August, 1955, for multiple asymptomatic bluish 
lumps, distributed in a linear fashion along the 
inner aspects of the left foot and legs She had 
similar lesions in the left inguinal area and about 
the umbilicus. These were not present at birth. 


A 


HAMARTOMA OF LEG 





Fig. 1—Left leg and foot, showing vascular hamartomas. 


She stated that they developed gradually during 
the preceding two and one-half years. The first 
“lump” was noticed on the middle of the left leg 
` after an injury. She stated that some of the other 
lesions appeared at sites of trauma. Her family 
history revealed that there were eight siblings, 
all living and well. Her father was hospitalized for 
a pulmonary infarction. Her past history revealed 
that she had had chicken pox, measles, and mumps 
and had sustained a skull fracture in 1952. Systemic 
review was noncontributory. Physical examination 
revealed normal pulse, temperature, and respira- 
tions, Fundus examination findings of the eye were 
normal. No abnormalities were detected in the chest 
or abdomen. Neurologic examination revealed no 
abnormal reflexes. There were soft, nontender, 
bluish nodules, 0.5 cm. to 2.0 cm. in diameter, on 
the left lower leg and foot. These lesions were 
distributed in a linear pattern along the inner aspect 
of the left lower extremity. The lesions on the 
leg were deep; those of the foot had a whitish ap- 
pearance and seemed superficial but still were under 
the fascia. Similar nodules were present in the 
left inguinal area and about the umbilicus. The 
size of the affected leg, as compared with the 
other, was not commented on by any observer. 
In spite of the rarity of Kaposi’s hemorrhagic 


sarcoma in children, this diagnosis was believed 
most likely because of the continued spread and 
progression of the bluish lesions. Malignant 
melanoma was also considered. 


The hemogram and urinalysis were normal. X-ray 
of the left leg revealed a normal tibia and fibula; 
soft tissue nodules were noted, but no calcifications 
were seen. No soft tissue nodules or bone de- 
formities were seen in the left foot. Skull x-ray 
was normal, as was the skiagram of the pelvis and 
lumbosacral spine. Excisional biopsies were per- 
formed by Dr. R. M. Vetto, of the Surgical De- 
partment, of the umbilical and left inguinal nodules 
and of four superficial nodules on the left foot, one 
of which was a protruding purplish nodule on the 
left heel. Three lesions on the left leg were also 
excised. The nodules of the left foot and leg 
followed the course of the saphenous vein and were 
intimately connected to tributaries of that system. 
One nodule was attached directly to the saphenous 


vein. Histopathological examination of every 
lesion revealed a fibrous stroma in which were 
interspersed numerous endothelial-lined spaces, 


many of which contained blood. Some of the 
spaces showed thrombosis and partial organization. 


This patient was readmitted to the hospital on 
Jan. 13, 1958, because of a recurrence of some of 


Fig. 2.—Infrared photography, showing relation of venous radicles to lesions. 
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these nodules. Physical examination was negative 
except for arachnodactyly, an apparent shortening 
of the left leg, and multiple soft, bluish nodules 
on the inner aspect of the left leg and foot. The 
shortening was not confirmed by actual measure- 
ments. A large purplish, protruding nodule was 
present on the left heel. Hemogram and urinalysis 
were again normal. X-rays of both lower ex- 
tremities revealed normal bone structure; x-rays 
of the upper extremities were also normal. How- 
ever, multiple calcific densities were seen in the 
soft tissues of the left leg. Several of these 
densities were linear in form, with track forma- 
tion resembling calcifications within blood vessels. 
A venogram of the left lower extremity revealed 
an adequate and patent deep venous system. There 
was attenuation of the anterior and posterior tibial 


veins: The contrast medium filled the hamartomata 
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of the leg. Intradermal snake-venom tests for 
capillary fragility were negative. Infrared photog- 
raphy of the legs showed the connection of the 
nodules with venous radicles. Dr. B. N. Carter Jr. 
excised all the visible nodules with their venous 
radicles under tourniquet. Histopathological exam- 
ination revealed that these nodules were composed 
of vascular channels, varying in size and in some 
cases underlying the skin. The areas surrounding 
many of these vascular channels were highly 
cellular. A marked amount of fibrosis was noticed 
in areas. Focal collections of  bluish-staining 
fragments of material were seen in other areas. 
These represented calcium deposits. Focal throm- 
boses were also noted. 


This patient then had only vascular ham- 
artomas in the skin. Vascular hamartomas 


Fig. 3.— Photomicro- 
graph of section of one 
of the nodules, showing 
endothelial-lined spaces 
with blood cells; reduced 
10% from mag. X 160. 
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are poorly demarcated as a rule. Intimate 
mingling of the superfluous vessels with the 
normal tissues may give a false appearance 
of invasive infiltration. Moreover, the oc- 
currence of multiple vascular hamartomas 
in several tissues may simulate metastases. 
This finding in adults must make one sus- 
pect angiosarcoma.® 


Summary 


An 11-year-old girl showed progressive 
development of multiple vascular hamar- 
tomata confined to one extremity. No 
endochondromata, visceral, intracranial, or 
retinal lesions were detected clinically or 
radiologically. She manifested only arach- 
nodactyly. There was no hypertrophy of 
the affected extremity. 


Department of Dermatology, Cincinnati General 
Hospital (29). 


Rebello—Loutzenlhiser 
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Digital Blood Flow Rates in Lupus Erythematosus 


EUGENE M. FARBER, M.D.; ANTHONY P. MORECI, Ph.D., and RODERICK D, SAGE, M.D., San Francisco 


In the medical literature of this century, 
many authors have discussed the relation- 
ship of chronic discoid lupus erythematosus 
to systemic lupus erythematosus. The ex- 
pressed viewpoints range from that of 
Belote,! who considered chronic discoid 
lupus erythematosus a variant of systemic 
lupus erythematosus, to that of Baehr,* who 
considered chronic discoid lupus erythema- 
tosus and systemic lupus erythematosus 
alike in name only. 

In 1950, Huff, Taylor, and Keys ë stated, 
“Chronic discoid lupus erythematosus is 
accompanied by pathologic changes in 
arteries at some distance from the lesion.” 
These investigators claimed that an abnor- 
mal circulation exists in the fingers of 
patients with chronic discoid lupus ery- 
thematosus. They were uncertain whether 
the altered digital blood flow was due to 
changes in elasticity in the arterial tree or 
whether it was due to abnormal activity of 
arteriovenous shunts. In their study of 11 
patients with chronic discoid lupus ery- 
thematosus, the plethysmographic tracings 
of the digital pulse revealed a prolonged 
crest time and obliteration of the dicrotic 
notch. 

The present study was designed to com- 
pare the minute-volume flow of blood in 
the digits of subjects with chronic discoid 
lupus erythematosus and systemic lupus 
erythematosus and of healthy adults, under 
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normal conditions and in response to local 
mild ischemia. A venous occlusion ple- 
thysmograph was used to determine the 
blood-flow rates. This method measures 
the rate of increase in finger volume when 
the veins are suddenly occluded, but the 
arterial inflow is left relatively undisturbed. 
Hence, for a short period of time, the 
minute-volume flow of blood into the finger 
is reflected in the rate of tissue volume 
increase. The equipment used was adapted 
from that described by Burch *; 
sures and finger volume changes 
detected by Statham strain-gauge trans- 
ducers and registered on a Sanborn Twin- 


cuff pres- 
were 


Viso recorder. 


Fig. 1.—Laboratory adjoining controlled- 
temperature room. 4, Sanborn Twin-Viso recorder. 
B, hydraulic controls for calibration of plethysmo- 
graph. C, air-pressure controls. D, room-tempera- 
ture control panel. E, viewing window. 
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Fig. 2——Plethysmograph sealed to distal inter- 
halangeal joint of index finger. Cuff for occlud- 
og the circulation is on the proximal phalanx. 
\irway from cup is connected to a Statham strain- 
auge transducer. The cuff is inflated from a large 
ir tank in which the pressure is regulated. 


Experimental Procedures and Methods 


The experiments were conducted at 30 C in a 
ontrolled-temperature room, regulated in the range 
f +0.5 C. The subjects were isolated from the 
avestigators, but visual and auditory contacts were 
laintained by means of a one-way viewing glass 
nd an intercommunication system. Electrical, 
ydraulic, and =  air-pressure control systems 
equired for making the digital blood-flow measure- 
rents were mounted outside of the constant- 
emperature room (Fig. 1). 

All experiments were carried out in the morning 
etween the hours of 9 and 11 o'clock. The sub- 
ects fasted for at least 12 hours prior to exami- 
ation. No coffee, tea, tobacco, or medications were 
aken during this period. A medical history, which 
ncluded a record of smoking, recent medication, 
ind time of the last meal, was taken. The subject 
vas then clothed in a light hospital gown and rested 
upine on a bed in the constant-temperature room. 


A plethysmograph cup was sealed to the distal 
aterphalangeal joint of the left index finger with 
_ soft, rapidly setting, dental-impression plastic * 
Fig. 2). The digit was then placed in a com- 
ortable position at heart level. Pressure changes 
n the plethysmograph cup were transmitted by an 
irline of low distensibility to a Statham P23B 
train-gauge transducer (Fig. 3) and transcribed 
ry the Sanborn Twin-Viso recorder. The volume 
alibration of the plethysmograph was accomplished 
t the end of each experiment by occluding all 
lood flow to the digit with a brachial cuff. While 
he circulation was interrupted, 10 cu. mm. of air 
vas introduced into the cup by means of a Grass 
alibrating unit. The maximum sensitivity of the 
ystem ranged from 6 to 9 mm. of stylus deflection 
er 10 cu. mm. of volume change, depending on the 


* Sili-Gek made by the Dental Perfection Com- 
any, Glendale, Calif. 
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mograph. B, digital pressure cuff. C, airway from 
cuff to pressure tank via strain gauge transducer. 
D, airway from plethysmograph to strain gauge 
transducer. E, Grass calibrating unit. F, strain- 
gauge transducer for plethysmograph. G, second 
transducer for cuff pressure measurement. 


ratio of 
volume. 

Instantaneous venous occlusion was effected by 
use of a direct-contact rubber cuff fashioned from 
346 in. Penrose drainage tubing which was inflated 
from a large air tank in which the pressure was 
regulated. The cuff was placed on the proximal 
phalanx of the left index finger. This arrangement 
was found to produce no appreciable distortion of 
the plethysmographic record and provided a high 
degree of reproducibility of blood-flow measure- 


the plethysmograph volume to finger 


ments, Inflation and deflation of the digital cuff 
were controlled by remotely operated solenoid 
valves. Collecting pressures of 10 to 20 mm. of 


mercury below the diastolic brachial pressure have 
generally been found to be adequate for making 
digital blood-flow measurements. Venous occlusion 
pressures of 50 to 60 mm. of mercury were used 
most frequently. Changes of collecting pressure 
in the range of 40 to 70 mm. of mercury produced 
no apparent change in blood-flow readings in the 
majority of subjects. 

The subject was isolated in the dimly lighted 
room and allowed to rest for 10 minutes. A series 
of 6 to 10 resting blood-flow measurements was 
then made at two-minute intervals. An interval of 
two minutes was allowed between successive oc- 
clusions of the venous circulation in order to avoid 
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A, digital pulse waves prior to venous occlusion, 
B, slope indicating rate of filling of finger. C, point 
of instantaneous venous occlusion. The cuff pres- 
sure is 50 mm. Hg. D, release of cuff pressure. 
Finger volume returns to the control level. 


errors associated with passive congestion or reflex 
changes in vasomotor tone resulting from the pre- 
vious application of pressure to the digit. The 
blood-flow rate was determined from the average 
change of rate in finger volume recorded during 
the first complete pulse beat after venous occlusion 
(Fig. 4). Occlusion of the digital veins was ef- 
fected during the last 0.1 to 0.3 sec. of the diastolic 
phase of the preceding pulse cycle. This was done 
in order to minimize filling of the vascular reser- 
voir prior to measurement of the flow rate. After 
measurement of the resting blood-flow rates, the 
effect of local mild ischemia on the digital minute- 
volume flow was tested. The pressure in the finger 
cuff was suddenly raised to 200 to 280 mm. Hg and 
maintained at this level for three minutes. At the 
end of this time, the rate of blood flow into the 
finger was determined by sudden lowering of 
the cuff pressure to a level sufficient to sustain the 
venous occlusion (Fig. 5). After a period of 10 
minutes, the digital circulation was occluded a 
second time for 5 minutes. The rate of blood flow 
in the reactive hyperemic phase was again recorded 
in the manner described. 

At the conclusion of the experiment, the volume 
of finger enclosed within the plethysmograph was 
determined. While the finger was still in place, a 
measured volume of water was injected into the 
cup by means of a hypodermic syringe equipped 
with a short length of polyethylene tubing. The 
volume of water injected was then subtracted from 
the volume of the cup, which had been previously 
measured. 

The values obtained for minute-volume blood 
flow in this laboratory are of the same order as 
those reported by Burch * and Burton. 
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Fig. 5; iy ell measurement z a ‘digital 
blood flow during reactive hyperemia: A, circula- 
tion occluded for three minutes by raising pressure 
in the digital cuff to 280 mm. Hg. B, point of re- 
lease of finger-cuff pressure from 280 mm. Hg to 
50 mm. Hg (arterial occlusion ends; venous oc- 
clusion persists; finger fills with blood). C, first 


- complete pulse wave after restoration of the circu- 


lation. D, pressure in digital cuff released. 


Clinical Matertal—Digital blood-flow measure- 
ments were made in 79 subjects, comprising con- 
trol and patient groups. They were classified ac- 
cording to sex, age, and disease. A summary of 
the number of subjects studied in each group ap- 
pears in Table 1. 


Results 


Clinical Diagnoses.—The clinical findings 
in 10 males and 13 females with chronic 
discoid lupus erythematosus are sum- 
marized in Tables 2 and 3 respectively. 
The age of the patients in these two groups 
ranged from 31 to 70 years. - None had 
elevation of the systolic or diastolic arterial 
pressure; none was febrile at the time of 


TABLE 1—Number of Subjects Studied According 
to Age, Sex, and Disease 








Males 
Females 
Chronic 
Discoid Chronic 
Age Range Control L.E. Control Discoid Systemic 
20-30 7 0 15 0 4 
31-40 oe 2 5 8 3 
41-50 5 3 5 2 0 
51-60 1 1 3 2 0 
61-70 2 4 1 1 0 
Total 20 10 29 13, 7 
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TABLE 2.—Clinical Findings in Male Patients with 
Chronic Discoid Lupus Erythematosus 








Duration, Recent 
Case Age YT. Areas of Involvement Treatment 
1 31 1 Face, neck Chloroquine 
2 38 4 Red macular face None 
3 41 4 Nose, forehead Chloroquine 
4 44 20 Cheeks & ears with None 
scarring 
5 47 6 Shoulders, chest None 
6 60 30 Scars on face None 
7 ~~ 62 8 mo. Cheeks, nose, arms, chest Cortisone 
8 63 3 Red plaques, face Chloroquine 
9 70 10 Atrophic plaques, chin & None 


scalp 


examination. Diagnosis of chronic discoid 
lupus erythematosus was confirmed by 
biopsy and laboratory studies, including 
complete blood cell count, urinalysis, pro- 
tein fractionation, etc. Most patients were 
receiving chloroquine 12 hours prior to the 
time of study; there is no evidence that 
ingestion of this drug affects blood flow 
or vascular reactivity. 

The diagnosis of systemic lupus ery- 
thematosus was established by physical 
examination and laboratory procedures. All 
seven patients were females. None was 
febrile at the time of our investigations; 
none had elevated systolic or diastolic 
arterial pressures; all seven patients at one 
time or another had been acutely ill with 
symptoms typical of systemic lupus ery- 
thematosus. These patients were judged 
to be in a “subacute” phase of the disease 


TABLE 4.—Clinical Findings in Female Patients 
with Systemic Lupus Erythematosus * 


Recent 
Case Age Duration Treatment Symptoms 

23 28 1 PABA Arthralgias 

24 16 6 Chloroquine Arthralgias, inactive 
(Aralen), cheek plaques 
prednisone 

25 28 6mo. Chloroquine, Arthralgias, facial ery- 
prednisone thema, & pigmentation 

33 4 Chloroquine, Inactive lesions, face, 

prednisone chest, & arms 
(Meticorten) 

27 36 4 Chloroquine, Widespread skin lesions, 
prednisone arthralgias 

23 23 5 Prednisone Faint facial erythema 

2 40, 5 None “Cold fingers” 





* Phase of disease in all cases was subacute lupus erythemato- 
sus. 
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TABLE 3.—Clinical Findings in Female Patients 
with Chronic Discoid Lupus Erythematosus 








Duration, Recent 
Case Age at Areas of Involvement Treatment 

10- 3 1 Face, neck Chloroquine 
11 32 8 Scalp, cheeks Chloroquine 
122 3 5 Face, with erythema 

cheeks & lip Chloroquine 
13 34 5 Cheek, forehead Chloroquine 
14-35 9 Severe scarring entire face Chloroquine 
15 39 3 Erythema cheeks, nose, 

& eyelids Chloroquine 
16 39 14 Searred lip & nose None 
I 749 5 Areas of cheeks Chloroquine 
18 49 2 Face, right arm Chloroquine 
19 43 12 Scaly red areas face Chloroquine 
20 57 3 Red plaques face & neck Chloroquine 
21 57 3 Erythema face None 
22 61 5 Face Chloroquine 


at the time of examination. Only one pa- 
tient complained of “cold? fingers. 
Raynaud's or other vasospastic phenomena 
were not observed in this group. The one 
patient with “cold” fingers had digital 
blood-flow measurements on three separate 
occasions. There was no appreciable dif- 
ference in the blood flow rate on successive 
examinations. None of these patients had 
visible cutaneous lesions on the digit 
studied. Clinical information concerning 


-this group is presented in Table 4. 


TABLE 5.—Digital Blood Flow Rates in Male 
Subjects 








Flow Rates, Cu. 
Mm/5 Ce/See. 


-——— 


Diseoid 
Controls L. E. 
Control phase 
Median 30.3 29.9 
Confidence intervals for the 
median 24.5-45.1 5.4-45.1 
Confidence coefficient 96% 97.9% 
Number of subjects 20 10 
Reactive hyperemia phases 
Post 3-min. oeclusion 
Median 55.4 35.1 
Confidence intervals for the 
median 32.4-67.5 20.0-51.7 
Confidence coefficient 97.8% 96.9% 
Number of subjects 13 6 
Post 5-min. occlusion 
Median 48.6 50.4 
Confidence intervals for the 
median 41.4-64.0 19.1-62.7 
Confidence coefficient 98% 96.9% 
Number of subjects 9 6 
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Digital Blood Flow in Controls and in 
Chronic Discoid Lupus Erythematosus.— 
The values for digital minute-volume blood 
flow in control subjects and also in chronic 
discoid lupus erythematosus are presented 
in Table 5. Analysis of the data reveals 
that median values obtained in 20 control 
males were very similar to those obtained 
in a group of 10 males with chronic discoid 
lupus erythematosus. However, the values 
for the confidence intervals suggest that 
the flow, although similar in both groups, 
may have been somewhat higher in the 
controls. Apparent differences in the blood 
flow seen between the two groups in the 
control phase of the experiment were ac- 
centuated in the succeeding phase of re- 
active hyperemia induced by arrest of the 
digital circulation for -three minutes. Al- 
though these figures suggest a real differ- 
ence in finger blood flow between control 
subjects and patients, statistical analysis f 
of all the available data indicates that they 


+ Significance tests are based on the Wallis- 
Krushal H Test, in Wallis, W. A., and Roberts, 
H. V.: Statistics: A New Approach, Free Press, 
Glencoe, Ill., 1956, p. 600. 


Taste 6—Digital Blood Flow Rates in Female 
Subjects 








Flow Rates, Cu. 
Mm/5 Ce/See. 
rr ee eee 
Lupus Erythematosus 


eea——e— aes eee 


Controls Discoid Systemic 
Control phase 
Median 18.0 21.9 12.2 
Confidenee intervals for 
the median 12.4-27.8 4.5-35.2 1,3-23.5 
Confidence coefficient 97.6% 97.8% 98.4% 
Number of subjects 29 13 g 
Reactive hyperemia phases 
Post 3-min. occlusion 
Median 36.3 36.9 26.0 
Confidence intervals 
for the median 22.1-51.3 20.8-46.4 11,7-45.1 
Confidence coefficient 96.9% 96 % 93.8% 
Number of subjects 18 12 5 
Post 5-min. occlusion 
Median ' 40.7 39.0 25.4 
Confidence intervals 
for the median 31.2-55.9 28.2-53.2 16.2-57.2 
Confidence coefficient 96 % 96% 96.9% 
Number of subjects 20 12 6 


ne 
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could well occur solely on the basis of 
chance. No correlation between digital 
minute-volume blood flow and age could be 
established in these or any of the subse- 
quent groups studied. 


Minute-volume blood flow in the digits 
of 29 healthy females and 13 women pa- 
tients with chronic discoid lupus erythem- 
atosus was found to be essentially the same 
during the control phase of the experiment. 
As indicated by the data in Table 6, the 
hyperemic response increased with the 
duration of arterial occlusion and was 
similar in control and diseased subjects 
alike after three and five minutes of 
circulatory arrest, respectively. No statis- 
tical difference in digital blood flow be- 
tween the two groups in any of the three 
phases of the experiment could be dem- 
onstrated. 

Digital Blood Flow in Systemic Lupus 
Erythematosus.—Results obtained in seven 
women with systemic lupus erythematosus 
are presented in Table 7 and included in 
summary form in Table 6 for purposes of 
comparison. 

Blood-flow values in Cases 137 through 
188 were considerably lower during the 
control phase of the experiment than were 
the median values obtained for both normal 
women and those with chronic discoid lupus 
erythematosus under comparable conditions. 


TABLE 7.—Digital Blood Flow in Systemic Lupus 
Erythematosus 


Flow Rates, Cu. Mm/5 Ce/Sec. 


=< - 7. oO. 


Post Post 
Control 3-Min. 5-Min. 
Case Age Phase Occlusion Occlusion Remarks 
(Median) (Instanta- (Instanta- 
neous) neous) 

137 40 1.3 13.9 18.7 “Subacute” L. E. 
79 16 2.5 11.7 16.2 “Subacute” L. E. 
55 28 9.6 26.0 24.7 “Subacute” L. E. 

188 28 12.2 26.0 “Subacute” L. E. 

179 33 21.0 37.5 34.5 Asymptomatic 

(normal labora- 
tory tests) 

58 23 22.6 45.1 57.2 Asymptomatic 

84 35 23.5 “Subacute” L. E.. 


—— 
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Flow rates observed after three and five 
minutes of arterial occlusion, respectively, 
were also lower. In Case 137, a 107-fold 
increase in blood flow occurred immediately 
after three minutes of circulatory arrest. 
After the circulation to the finger tip had 
been arrested for five minutes, a 14.4-fold 
increase in blood flow was seen. However, 
despite the high degree of response to local 
ischemia, the minute-volume flows observed 
in this case were still below the median 
values observed in female controls and in 
those with chronic discoid lupus erythem- 
atosus, under similar conditions (Table 6). 
Inspection of Table 7 reveals that similar 
results were obtained in Cases 79 and 55. 
Values obtained in Cases 179 and 58 were 
comparable to flow rates in control females. 
However, it is noted that these persons were 
asymptomatic at the time of examination. 

Comparison of Digital Blood Flow in 
Males and Females——The resting digital 
blood flow in male controls is significantly 
higher than that in female controls under 
similar test conditions, This is shown by 
the data in Tables 5 and 6. The median 
values for blood flow obtained in males 
is 30.3, whereas that for females is 18.0. 
The two groups of measurements are 
significantly different at the 1% level, by 
the Wilcoxon Two Sample Test. 


NORMAL PULSE WAVE 





Orecrotic 
# notch 


(Anacrotic (Catacrotic 


Limb) Limb) 


Fig. 6—Normal pulse wave, showing rising ana- 
crotic limb, sharp peak or crest, and catacrotic 
Crest time corresponds 
with anacrotic limb. 
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Pulse-Wave Analysis—The normal dig- 
ital pulse wave consists of an ascending 
anacrotic limb which occurs during the 
systolic phase of the heart beat and a 
descending catacrotic limb in the diastolic 
phase (Fig. 6). A dicrotic notch usually 
occurs in the catacrotic limb. It is a nega- 
tive wave associated with closure of the 
aortic valves and the elastic recoil of the 
aorta and other great vessels. Some of 
the factors affecting the form of the pulse 
wave are stroke volume of the heart, elas- 
ticity of the vessel walls, duration of systole 
and diastole, and pulse pressure. 


According to Dillon and Hertzman,® 
the normal pulse wave has a crest time 
(anacrotic limb) which is 20% or less of 
the pulse-cycle time. Hertzman and Roth 7 
found that after immersion of a limb in 
cold water the crest time of the digital 
pulse increases and the dicrotic notch disap- 
pears. Burton has pointed out that the 
degree of fullness of the capillary and 
venous reservoirs may influence the form 
of the pulse wave. 


In the analysis of the pulse-wave data, 
the subjects have been classified according 
to the characteristics of the crest time and 


t Wilcoxon Two Sample Test, in Mann, H. B., 
and Whitney, D. R.: On a Test of Whether One 
of Two Random Variables Is Stochastically 
Larger Than the Other, Ann. Math. Stat. 18:50-60, 
1947. 
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Fig. 7—Comparison of digital pulse-wave forms 
predominating in this series. A, quick crest time 
and sharp dicrotic notch. B, slower crest time and 
slightly diminished dicrotic notch. C, long crest 
time and absent dicrotic notch. 
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the dicrotic notch which predominate 
throughout each tracing. Though at times 
a slight variation might be noted from one 
wave to the next, the great majority of 
pulse waves obtained from each subject 
followed the same pattern. 


At least three wave forms were found 
to predominate in the pulse tracings studied 
in this series (Fig. 7). 

Group A consists of tracings in which 
the crest time is less than 20% of the cycle 
time. A dicrotic notch is present. In Group 
B, the crest time is over 20% of the cycle 
time and the dicrotic notch is slightly 
diminished. Tracings in Group C are 
characterized by crest times in excess of 
20% of the cycle time and the absence of 
the dicrotic notch. This pulse configuration, 
according to Huff, Taylor, and Keys,* is 
characteristic of chronic discoid lupus ery- 
thematosus. Our data do not reveal a pulse- 
wave configuration distinctive of either 
chronic discoid lupus erythematosus or 
systemic lupus erythematosus (Fig. 8). 
The results of pulse-wave analysis are pre- 


Fig. 8—Comparison of pulse-wave configurations 
in controls and patients with systemic lupus 
erythematosus and chronic discoid lupus erythema- 
tosus. The controls appear on the left; the patients, 
on the right. Both of the patients with systemic 
lupus erythematosus are in the subacute phase. The 
patient with chronic discoid lupus erythematosus 
has active lesions on the face. Lack of specificity 


of waves is quite evident. The waves at the top 


(No. 1) show sharp dicrotic notches and rapid 
crest times. The waves of the mid- and lower sets 
show somewhat longer crest times and depressed 
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TABLE 8.—Classification of Subjects According to 
Presence of Dicrotic Notch and Crest Time 








Time Over 20% Cycle Time 





Long Crest 
Dicrotic Long Crest Time & 
Notch & Time & Absence 
Short Crest Dicrotic of Dicrotic 
Subjects Time Notch Notch 
(Group A) (Group B) (Group C) 
Control 
Males 17 2 2 
Females 17 7 5 
Chronic Discoid L. E. 
Males 5 4 0 
Females 6 3 4 
Systemic L. E 
Males 0 0 0 
Females 3 1 3 


sented in Table 8. Of the 79 subjects 
studied, 48 comprised Group A; 17, Group 
B, and 14, Group C. 


Comment 


The present series of studies reveals a 
high degree of variability in the resting 
digital blood flow (control phase) in the 
same person and also among subjects. 
Burton ® and Patel and Burton ê have also 
reported highly variable resting digital 
blood flow, far in excess of the metabolic 
needs of the tissue. These authors sug- 
gested that the oscillations are mediated 
largely by arteriovenous anastomoses and 
are related to temperature regulation. 
Hence, the total digital blood flow, as 
measured by the plethysmograph, is not 
necessarily indicative of capillary blood flow 
on which nutrition of the tissue depends. 


Data obtained in studies of the digital 
circulation in controls and patients with 
chronic discoid lupus erythematosus do not 
reveal any significant differences in minute- 
volume flow between the two groups. 
Although wide variations were seen in 
some cases, the differences can be explained 
on the basis of normal vasomotor activity 
in arteriovenous anastomoses and other 
vessels. From the data accumulated, there 
is no solid evidence to support the state- 
ment, “Patients with chronic diseoid lupus , 
erythematosus have a defect in the circula- 
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tion of the fingers.” * Studies now in 
progress in our laboratory are concerned 
with the “effective” capillary flow in the 
digit rather than the total flow. It is pos- 
sible that this line of investigation may 
reveal some defect of tissue nutrition in 
patients with lupus erythematosus. 


The significantly lower blood-flow rates 
in females, as compared with males, may 
account for the difference between our re- 
sults and those reported by Huff et al.,° 
whose control group was comprised pre- 
dominantly of males, whereas the patient 
group consisted largely of females. Pre- 
vious reference to a sex difference in digital 
blood flow appears to be lacking in the 
literature. Our finding may be related to 
the lower basal metabolic rate found in 
women, compared to men of similar body 
size.” On this basis it is to be expected that 
digital vasomotor tone should be higher and 
flow rates lower in women than in men. 
Since the size of the finger in which blood- 
flow measurements were made was cor- 
rected to a standard 5 cc. unit, differences 
in finger volume can be eliminated as a 
contributing factor. Differences in the ratio 
of soft tissue to bone may be involved, but 
an increased vasomotor tone in women, 
from whatever cause, is a more likely ex- 
planation. 


The data in Table 7 suggest lower digital 
blood flows in females with systemic lupus 
erythematosus compared to controls, but this 
is not demonstrable on a statistical basis 
with the available data. No definite con- 
clusions can be drawn for the group as a 
whole because of the small number of pa- 
tients examined. 


Summary 


Seven women with subacute systemic 
lupus erythematosus, twenty-three men and 
women with chronic discoid lupus ery- 
thematosus, and forty-nine healthy men and 
women were studied to determine their 
digital-blood flow rates under normal con- 
ditions and in response to mild local ische- 
mia. 


Farber et al. 


Four of the seven female patients with 
systemic lupus erythematosus were found 
to have an apparently diminished blood flow 
compared to controls of like age and sex; 
the differences were not statistically signifi- 
cant. 

The blood flow of persons with chronic 
discoid lupus erythematosus was essentially 
the same as the group of controls. 

There is no evidence that a characteristic 
pulse-wave pattern occurs in either systemic 
lupus erythematosus or chronic discoid 
lupus erythematosus. 


Higher rates of blood flow were found 
in males than females in both control and 
patient groups. The differences were statis- 
tically significant. 


No correlation between digital blood flow 
and age could be established in any of the 
groups studied. 


Dr. Lincoln Moses aided in the statistical analysis 
of the data. 


Stanford University School of Medicine, Stan- 
ford University Hospitals, Clay & Webster Sts. 
(15). 
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ABSTRACT OF DISCUSSION 


Dr. Lours H. Winer, Beverly Hills, Calif.: It 
is a difficult problem for us to assure a patient 
that her chronic discoid lupus erythematosus is 
not going to become systemic lupus erythematosus. 
Patients have been diagnosed chronic discoid lupus 
erythematosus without studies for systemic lupus 
erythematosus having been done. These patients 
may have had systemic lupus erythematosus with 
clinical lesions simulating chronic lupus erythema- 
tosus. The changes indicative of systemic lupus 
erythematosus were not predominant and therefore 
not sought after. 


For eight years we have been following a patient 
with disseminated chronic discoid lupus erythema- 
tosus, who has at no time shown any findings char- 
acteristic of systemic lupus erythematosus. We 
treated her with 1,500 to 2,000 mg. of chloroquine 
a day for weeks at a time, which did not alter the 
course of the disease. We then treated her with 
heavy dosages of steroids, with improvement. 
Histologically she has chronic discoid lupus. ery- 
thematosus. 


The disseminated chronic discoid lupus erythema- 
tosus can histologically resemble systemic lupus 
erythematosus by the presence of edema. However, 
the hyperkeratosis, the follicular plugging, and the 
epidermal and adnexal atrophy are indicative of 
the condition’s being chronic discoid lupus erythem- 
atosus. 


Dr. Rupotr L. Barr, New York: I enjoyed Dr. 
Farber’s study very much. It is this type of ob- 
jective approach which eventually will help to solve 
the problem as to whether the chronic form and 
the subacute and acute forms of lupus erythema- 
tosus basically are the same disease. 


Until more such objective evidence becomes 
available it would be best to withhold judgment 
regarding a possible close relationship between the 
different forms of lupus erythematosus. I am 
thinking particularly of the recent survey of 
Reiches (Ann. Int. Med. 46:678, 1957) among der- 
matologists, which indicated that about 25% of 
those asked had observed cases where transition 
from chronic discoid lupus erythematosus to the 
systemic forms had taken place. 

Furthermore, there is a recent study by Kush- 
niruk (Canad. M. A. J. 76:184, 1957), who sub- 
jected 35 patients with chronic discoid lupus 
erythematosus to the same thorough systemic 
studies as are usually carried out in patients with 
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the systemic form of the disease. He found in 
many of his cases such abnormalities as a mod- 
erately or markedly increased sedimentation rate, 
elevated temperature, migratory joint pains, Ray- 
naud’s phenomenon, or other evidence which might 
well be considered significant in patients with the 
systemic form of lupus erythematosus. The value 
of Kushniruk’s study would have been greater per- 
haps if he also had studied a control series of 
patients with diseases other than lupus erythema- 
tosus in the same thorough manner in order to 
ascertain what incidence of such abnormalities 
they would show. 


Dr. HAMILTON MontcoMERY, Rochester, Minn. : 
Before the days of the L. E. test, about a third of 
our cases of chronic discoid lupus erythematosus 
went into what we now call the systemic, rather 
than the disseminate, type. The histopathologic 
changes in chronic discoid lupus erythematosus de- 
velop about six weeks after the first sign of clin- 
ical eruption, but this is also true of systemic lupus 
erythematosus, and, contrary to what Frank Ellis 
has said, we cannot always be certain about dif- 
ferentiating histologically between chronic and 
systemic L. E. on the basis of skin biopsy because 
the histologic picture will vary depending on the 
age of the lesion biopsied. It is significant, now 
that we have the L. E. test and the L. E. phe- 
nomenon, that probably less than a third of our 
cases of systemic lupus erythematosus ever have 
any cutaneous manifestations. 


Dr. HAMILTON MONTGOMERY, Rochester, Minn.: 
I should not be getting up again, but in the old 
days before we had the lupus erythematosus test 
and the “Oxford Looseleaf Medicine” a third of 
our cases of chronic discoid lupus erythematosus 
went into what we now call the systemic rather 
than the disseminated forms. I also took biopsy 
specimens in those days, in all stages, and, contrary 
to what Frank Ellis would say, you cannot pick 
out a spot of lupus erythematosus for a biopsy 
specimen unless you observe the patient. 


The histology in chronic discoid lupus erythema- 
tosus will develop about six weeks after the first 
sign of clinical eruption, but one can see histologic 
pictures of chronic discoid lupus erythematosus in 
systemic lupus erythematosus in six weeks’ time. 
However, now we have the L. E. test, and if 
Louis Brunsting is here, he can tell you that prob- 
ably less than one-third of our cases of systemic 
lupus erythematosus ever have any cutaneous mani- 
festations whatsoever. We have to rely on the 
L. E. test, as well as these newer data that Dr. 
Farber has brought to us today. 

Dr. E. RicHArp HARRELL, Ann Arbor, Mich.: 
As our knowledge of disease increases from year 
to year, it is not uncommon that it becomes neces- 
sary to negate or correct findings which were con- 
sidered to be truths. Such is the value of the very 
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excellent paper we have just heard by Dr. Farber. 
Essentially he has found that chronic discoid lupus 
erythematosus does not have a decrease in digital 
blood flow. Neither is there evidence that a char- 
acteristic pulse-wave pattern occurs in either sys- 
temic lupus erythematosus or chronic discoid lupus 
erythematosus. There have been so many attempts 
to make a systemic disease of the chronic discoid 
form of lupus erythematosus that Dr. Farber’s 
essentially negative findings assume increasing sig- 
nificance. However, a very positive finding has been 
contributed to our knowledge of digital blood flow 
by this report demonstrating the very marked 
blood-flow differences between males and females in 
both the control and patient groups. With this 
knowledge one can readily appreciate how the 
original error was made in the report by Huff et al. 
The controls in this paper, which reported a de- 
creased blood flow in chronic discoid L. E. were 
largely males, while the patients were largely 
females. That this difference between the sexes 
occurs normally in the rate of digital blood flow 
must be given careful consideration in all future 
investigative work of this type. It is interesting 
to speculate about the possibility that a decreased 
digital blood flow in females is caused by some 
degree of intravascular formation of red corpuscle 
“sludges,” as was reported by Knisely and co- 
workers (Knisely, M. H.; Bloch, E. H.; Eliot, 
T. S., and Warner, C.: Sludged Blood, Science 
106 :431-440, 1948). These investigators, working 
on the obliquely illuminated bulbar conjunctiva, 
reported the intravascular agglutination of red 
corpuscles. They felt that this agglutination was 
probably based on the formation of an abnormal 
protein coating, making the surface of the cor- 
puscles somewhat sticky. These agglutinated cells 
caused a considerable reduction in the rate of blood 
flow of the capillary bed. It is of particular in- 
terest that this finding was reported in half of all 
of the normal pregnancy patients studied. It was 
also present in several vascular disease states, as 
well as in infectious diseases. 


I am sure, that with this very excellent start m 
the investigation of the vascular abnormalities as- 
sociated with lupus erythematosus, Dr. Farber 
and his associates will continue to work toward 
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furthering our knowledge of this most important 
disease. As a matter of fact, he has indicated to 
me by letter that he has done some investigation of 
nail bed capillary changes in chronic discoid lupus 
erythematosus and skin-temperature changes of the 
discoid lesions as well as normal skin. I would be 
most interested to have Dr. Farber comment on any 
results he might have from his unreported investi- 
gations. 

Dr. Eugene M. FARBER, San Francisco: I am 
grateful for the lively discussion, and I shall an- 
swer first some of the points which Dr. Harrell 
so wisely made in regard to sludging of blood. 


This is an interesting phenomenon. It is difficult 
to recognize sludging. The erythrocytes have a 
very granul rance, and it takes a great deal 
of e idhe to be sure that sludging does occur. 
I am ain that in the females sludging of blood 
is not a factor because in digital circulation so 
much blood flows through arteriovenous anasto- 
moses. The female may have a lower digital blood 
flow than the male because of a high vasomotor 
tone, which involves the arterioles and the arterio- 
venous shunts; their finger temperature is also 
lower. 






In collateral studies of the nail beds of patients 
with chronic discoid lupus erythematosus we saw 
no vessel changes. There are “actual” changes in 
the vessels in a lupus plaque, as evidenced by 
plaque temperature measurements. Thermocouples 
were placed on a lupus plaque and on adjacent skin 
and on distant skin. The temperature of the room 
was increased and decreased; the lupus plaques 
were slow to cool. Apparently in the lupus plaque 
there is a decreased ability to vasoconstrict. 


As far as Dr. Winer’s remarks are concerned, 
I do not believe that this study is meant to be an 
argument that chronic discoid lupus erythematosus 
never becomes systemic lupus. I merely wanted to 
establish the point that chronic discoid lupus 
erythematosus should not be called a “diffuse vas- 
cular disorder.” To do so confuses our thinking 
as far as the etiology of this disease is concerned. 


. The patients with so-called chronic discoid lupus, 
who “end up” with systemic lupus, may have been 
systemically ill to begin with. 
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Triameinolone in the Treatment of Psoriasis 


MAX R. GREENLEE, M.D., and WILLIAM L. EPSTEIN, M.D., San Francisco 


Treatment of uncomplicated psoriasis 
with steroids in general is unsatisfactory. 
Recently, however, a new corticosteroid, 
triamcinolone,* has been marketed and 
from clinical trials appears to have a 
dramatic effect in relatively low doses.25 
This remarkable observation prompted us 
to investigate the drug in a group of 
psoriatics under rigid experimental condi- 
tions. 


Methods 


Thirty-four patients with uncomplicated but re- 
calcitrant psoriasis of 10 or more years’ duration 
volunteered to be subjects.t The experimental plan 
called for one group to receive 4 mg. four times 
a day for a month; a second group, 4 mg. daily, 
and a third group, a placebo. All other therapy 
was discontinued. At the end of one month, the 
treatment schedule was arbitrarily changed. At 
random, some patients received 8 mg. daily, some 
a placebo, and some nothing. In the third month, 
all treatment was stopped and follow-up observa- 
tions were made. The subjects were seen at 
weekly intervals. 


Results 


The results were clear-cut. Of 12 sub- 
jects given 16 mg. daily, 11 noted 
improvement within the first week of treat- 
ment. Nine evidenced 80% to 100% clear- 
ing of psoriasis at the end of four weeks 
despite all efforts to discourage them. Three 
of four subjects developed mild recurrences 
when the drug was reduced to 8 mg. daily. 


Submitted for publication July 30, 1958. 

From the Subdepartment of Dermatology, De- 
partment of Medicine, University of California 
School of Medicine. 

* The triamcinolone was supplied through the 
courtesy of Dr. John T., Groel, Associate Medical 
Director, The Squibb Institute, New Brunswick, 
N. J. 

+ The National Psoriasis Research Association 
(Diane Mullins, Pres.) cooperated in contacting 
potential subjects. 
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Abrupt withdrawal of the drug resulted 
in a temporary bout of malaise in four of 
eight subjects, similar to that seen with 
administration of other steroids.* In every 
instance the psoriatic patches promptly re- 
turned when the drug was stopped. While 
several subjects were alarmed at the 
rapidity of recurrence, none exfoliated, and 
all lestons eventually took on a chronic ap- 
pearance, 

In contrast, only 1 of the 12 subjects 
receiving 4 mg. daily experienced any ap- 
parent improvement. When the dose was 
increased to 8 mg. daily, only 2 of 7 sub- 
jects noted substantial clearing of psoriasis. 
As before, all gains were lost when the drug 
was discontinued. 

Ten subjects received only placebo 
therapy plus encouragement. Two of these 
definitely improved. It seems that sugges- 
tion and encouragement alone are as effec- 
tive as low doses of triamcinolone. 

The undesirable effects of triamcinolone 
in general were proportional to the dosage. 


Undesirable Effects of Triamcinolone 








Daily Dosage, Undesirable 
Mg. Subjects Effects 
16 12 6 
N 10 3 
4 12 0 


These undesirable effects included palpita- 
tions, muscle cramping, excessive flushing 
of the face, hyperhidrosis, polyuria, diz- 
ziness, and vague epigastric distress. In 
three of our subjects a combination 
of mental depression, lethargy, and muscle 
cramping necessitated premature with- 
drawal of the drug. In each instance the 
symptoms subsided promptly when .triam- 
cinolone was stopped. One patient devel- 
oped deep pigmentation of the exposed areas 
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of the body and mild facial hirsutism while 
receiving 16 mg. daily. Side-effects were 
not related to clinical improvement. Abrupt 
withdrawal of the larger dosage caused 
temporary malaise and flu-like symptoms in 
four subjects. 

While most corticosteroids cause salt re- 
tention and weight gain, triamcinolone has 
the happy faculty of producing weight loss. 
This is not invariable and is usually related 
to dosage. Our subjects receiving 4 mg. 
daily noted essentially no reduction in 
weight. The most striking correlation in 
the series was between initial weight and 
degree of weight loss on triamcinolone; the 
most obese subjects lost the most weight. 
On the other hand, weight loss was not 
related to clinical improvement. 


Comment 


Obviously, triamcinolone is a potent drug 
for the treatment of psoriasis. Recalcitrant 
psoriatic plaques disappeared in 9 of 12 
subjects while they were on adequate doses. 
However, the drug can not be recommended 
for general treatment because (1) undesir- 
able physiological effects are common and 
(2) psoriasis nearly always recurs when the 
dose is reduced or discontinued. Further- 
more, any steroid administered over a 
long period of time may not be without 
danger to the patient. Nevertheless, tri- 
amcinolone should find a place in the treat- 
ment of psoriasis because in some subjects 
it is well tolerated and effective. It is 
very likely the initial steroid of choice 
for complicated, steroid-sensitive psoriasis. 
The patient’s response will then determine 
whether or not the drug can be continued 
and whether or not prolonged treatment is 
feasible. It is conceivable that, once having 
cleared the subject with triamcinolone, the 
recurring eruption will be more amenable 
to treatment by conventional means. 

The mechanism of action of triamcino- 
lone in psoriasis is not clear. It is doubtful 
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that it possesses a specific anti-inflam- 
matory effect. Rather most authors,*° in- 
cluding ourselves, view its unique action 
as due to an unusual affinity of active 
material for the skin. Experiments to test 
the validity of this notion are currently 
under way. 


Summary 


Triamciaolone is evaluated as a therapeu- 
tic agent for chronic recalcitrant psoriasis 
in 34 patients under experimental condi- 
tions. The results indicate that, while 
triamcinolone is a potent and valuable drug 
in the treatment of psoriasis, its value is 
limited because of untoward reactions en- 
countered when effective doses are given 
and recurrences occur upon withdrawal of 
the agent. 


School of Medicine, University of California 
Medical Center (22) (Dr. Epstein). 
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Clinical Notes, New Instruments and Techniques 


Disseminated Granuloma Annulare 


Report of a Case Treated with Chloroquine Phosphate (Aralen) 


EDWARD H. MANDEL, M.D., New York 


The literature has been reviewed, and there are 
no reports of treatment of disseminated granuloma 
annulare with chloroquine phosphate (Aralen). 

The therapy of 
is varied, and the response in each patient is un- 
predictable. A 
immediate clearing of the lesions of one patient, 


localized granuloma annulare 


method of treatment may induce 
whereas the identical treatment in another patient 
will not affect the course of the eruption. Super- 
ficial x-ray, intradermal injections of hydrocorti- 
sone or prednisolone, solid carbon dioxide (Dry 
Ice) applied to the lesions, scalpel incisions of the 


Submitted for publication Aug. 25,-1958. 
Assistant 
Medical 


Center (Joseph L. 


Dermatology, New York 
College-Metropolitan Hospital Medical 
Morse, M.D., Director). 


Professor, 


papules, and punch biopsy of a papule have pro- 
duced involution of the eruption. Spontaneous re- 
mission can also occur. Disseminated granuloma 
annulare has been treated successfully with intra- 
either streptomycin? or 


muscular injections of 


bismuth.” 


Report of Case 


A white man, aged 26, first noticed the appearance 
of skin lesions on his buttocks in April, 1956. 
Within one month other lesions appeared on his 
feet, arms, abdomen, and back. The systemic and 
past histories were negative. 

On physical examination on April 10, 1957, there 
generalized eruption, 
involved the buttocks, shoulders, lateral aspects of 


was a symmetrical which 


the lower extremities, the abdomen, and the volar 


Fig. 1.—Plaque lesion. 
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DISSEMINATED GRANULOMA ANNULARE 





Fig. 2,—Papular lesion. 


aspects of the forearms. Two types of lesions were 
present. Some lesions (Fig. 1) were hyperpig- 
mented, oval, solid plaques which were distributed 
on the thighs and on the feet, whereas others 
(Fig. 2) were discrete skin-colored papules of 
1 to 2 mm. in diameter. The latter type were present 
in large number (hundreds) over the back, chest, 
abdomen, buttocks, and upper extremities. 

Biopsy (Read by Drs. Wilbert and Perry Sachs). 

“The complete picture shows the presence of 
granular changes within the collagen. About these 
there is a reaction containing epitheloid cells. The 
epidermis shows no significant changes.” 


Microscopic Diagnosis —“Granuloma annulare.” 

Therapy.—lIsoniazid, 300 mg. daily, with 50 mg. 
of pyridoxine for one month. Calciferol ( Vita- 
min Dez), 100,000 units daily, for one month. 
Grenz-ray, 0.028 mm. of aluminum, half-value layer, 
200 r, administered- weekly. Maximum total dose 
received in any area, 800 r. The upper extremities, 
abdomen, and back were treated with this modality. 
Prednisone (Meticorten), 10 to 20 mg. daily, for 
three months. Injections of prednisolone (Meti- 
cortelone), 12 mg. per injection, once a week for 
four weeks, were made into the skin overlying 
the right scapula and the skin of the volar aspect 
of the ieft wrist. The lesions flattened, and many 
disappeared. Several sites became depigmented 
after the lesions had involuted. This treatment was 


Mandel 


impractical for the management of the entire 
eruption. 

On Nov. 4, 1957, chloroquine phosphate tablets, 
250 mg., one twice a day, were started. By Dec. 
9 1957, the lesions had almost disappeared. On 
Jan. 6, 1958, the skin eruption was no longer 
present. The chloroquine phosphate was stopped. 
On March 15, 1958, the patient noticed the ap- 
pearance of lesions on his buttocks and upper 
extremities. Chloroquine phosphate tablets, 250 
mg., one twice a day, were taken again, and within 
one month the lesions disappeared. 


Comment and Summary 
A case of disseminated granuloma annulare, re- 
sistant to various forms of therapy but responsive 
to chloroquine phosphate (Aralen) is presented. 
In view of the second response to treatment it 1s 
unlikely that the result is attributable to sponta- 
neous remission. 


532 Park Ave. (21). 
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Spring Supports for the Drive Shaft of Planing 


Machines 


MURRAY C. ZIMMERMAN, M.D., Whittier, Calif. 


The weight and drag of the flexible drive shaft 
on standard model planers, as well as vibration and 
“bucking” if the shaft is bent at much of an angle, 
have annoyed users of this equipment. These 
drawbacks were previously overcome only by hav- 
ing an assistant hold up the flexible shaft to keep 
it relatively straight and weightless, immobilizing 
a nurse for as long as the planer was in use. Some 
new model planers incorporate a spring support 
holding up the shaft. A similar flexible spring 
support with 18-in. total projection is made to clamp 
on ironing boards to hold up the cord of a standard 
home electric hand iron. Thirty seconds’ work 
with a pliers bends the end of one of these cord 


Submitted for publication Aug. 20, 1958. 
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holders into a rough (about 1 in. diameter) circle 
to hold and guide the larger diameter flexible drive 
shaft of the planer. This is satisfactory, clamped 
on the stand of the planer * and/or on the operating 
table f near the patient’s head (see illustration). 

Three different brands of hand iron-cord holders, 
all slightly different but all satisfactory for this 
purpose, were shown to me by the first three small- 
town hardware stores I tried. They ranged in price 
between $1.00 and $2.00 and are apparently gen- 
erally obtainable. They might also be ordered from 
the manufacturer or for $1.50, C. O. D., from the 
Don Cameron Company, Medical Supplies Division, 
1054 Broxton Ave., Los Angeles 24. 


301 E. Hadley Ave. 





*Evertite Iron Cord Holder, Rich Household 


Products, Franklin Park, Ill. 
t Kordtender, Jacob Auslander, Philadelphia 42. 





Air Conditioning 


A Modern Method for the Transmission of Parasites 


ELMER R. GROSS, M.D., Wilmington, Del. 


The realization that progress begets diagnostic 
problems confronted me this spring and summer 
when, during visits with family friends, I had 
occasion to treat their 7-year-old daughter for a 
textbook case of multiple bites. The clinical pic- 
ture was clear. She complained of itching at night 
and of being unable to sleep; a morning examina- 
tion revealed multiple urticarial papules with punc- 
tate centers, characterized by evanescent lesions. 


Submitted for publication Sept. 3, 1958. 


A cursory search of the child’s room at first was 
negative, but after a careful 
mother noticed on the bed particles of dust which 
appeared to move. Under the microscope these 
“dust particles” proved to be bird lice, which had 
been sucked in through the duct of the room air 
conditioner from a bird’s nest outside the window. 
Removal of the nest cleared the child’s condition. 


/ 
Medical Arts Bldg. (1). 
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Feb. 27, 1958 
In Honor of Earl W. Netherton, M.D., Cleveland Clinic 


Granuloma Faciale (Eosinophilic). Presented by 
Dr. G. H. Curtis and Dr. D. J. GRANT. 


A 39-year-old white man, employed as a type- 
writer repairman, was admitted to the Cleveland 
Clinic Hospital on Jan. 28, 1958. He complained 
of a lesion on the left cheek. It began as a small 
red pruritic spot just anterior to the ear and has 
been slowly enlarging. Alcoholic beverages seemed 
to produce swelling and increased erythema, but 
he has not observed any effect from sunlight. 
Previous therapy had consisted of solid carbon 
dioxide, liquid nitrogen, and local injections of 
steroids. This treatment did not appear to be bene- 
ficial, as the lesion continued to enlarge. 

On the left cheek, anterior to the left ear and 
extending into the hairline of the temple, there is 
a sharply demarcated, dully erythematous, infiltrated 
plaque. The surface has a mottled appearance due 
to irregular-shaped areas of depigmentation with 
slight atrophy. In the center is an almost dead- 
white area of atrophy and sclerosis. The follicles 
in the lesion are somewhat patulous. The system 
review was noncontributory. Physical examination 
was not performed. 

The Wassermann and Kahn reactions were 
negative. Laboratory data, including hemogram, 
urinalysis, blood sugar level, and blood cholesterol, 
were all within normal limits. X-ray examination 
of the skull, chest, and lungs was reported as 
normal. 

The histologic examination showed the epithelium 
to be intact and essentially normal. The corium 
contained a dense but patchy infiltrate, separated 
from the epithelium by a narrow clear zone, The 
infiltrate was pleomorphic and contained eosinophils, 
polymorphonuclear leukocytes, lymphocytes, and an 
occasional plasma cell. Impression: granuloma 
faciale (eosinophilic). ! 


Discussion 


Dr. JoHN A. GAMMEL: Í agree with the diagnosis 


of granuloma faciale. Unusual are the scattered 


areas of atrophy and sclerosis. In the not too distant 
past, similar lesions would have been diagnosed 
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clinically as lupus erythematosus, sarcoid, or 
lymphocytoma. The histologic picture is very 
typical. The epithelium is intact and a clear zone 
separates it from the infiltrate in the corium, 
consisting of polymorphonuclear leukocytes and 
eosinophils along with some plasma cells. The 
changes in and around the blood vessels are not as 
marked as in some cases reported. Pinkus (Arch. 
Dermat. & Syph. 61 :442-454 [March] 1950) sug- 
gested the term granuloma faciale with eosinophils 
to differentiate it from the _ reticuloeosinophil 
granulomas of skin and bone. 


A great deal of work has been done on eosino- 
philic granulomas since the end of World War II. 
When Weidman, in 1946, presented the subject in 
his presidential address before the American 
Dermatological Association (Arch. Dermat. & 
Syph. 55:155-175 [Feb.] 1947), he classified the 
eosinophilic granulomas into idiopathic (leukotic) 
and symptomatic groups and enumerated 13 dif- 
ferent types. He pointed out that we are not deal- 
ing with an entity but only a histologic syndrome. 
He suggested that we speak of “eosinophilic 
granulomas” and not of “eosinophilic granuloma” 
as of one. Observations in the last 13 years have 


- brought to light a multitude of facts but not a com- 


mon denominator. “Lipoid granulomatosis” covers 
a large group but is not all-inclusive. The pseudo- 
eosinophilic granulomas of the skin of various 
parts of the body and mucous membranes—a term 
coined by Pinkus—have been observed in connec- 
tion with Hodgkin’s disease, mycosis fungoides, 
deep mycoses, lymphosarcoma, Loeffler’s syndrome, 
orificial tuberculosis, erythema elevatum diutinum, 
and other basic diseases, such as diabetes insipidus. 
Insect bites, too, may leave pseudoeosinophilic in - 
filtrates. Eosinophilia in the blood is rarely marked 
and often absent. 

The eosinophilic granuloma of the face should 
be separated from others. It attacks the healthy 
person, is limited to the face, and is not part of 
an internal disease. It is characterized by its 
chronicity and resistance to treatment, including 
radiation, except perhaps contact x-ray. The in- 
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filtrate is not lymphomatous but inflammatory. The 
numerous polymorphonuclear leukocytes are quite 
in contrast to its slow torpid course. The eosino- 
phils may be greatly increased in the early stages 
and missing entirely in old lesions. 

The eosinophil granuloma of the bone, first ob- 
served by Finzi, in 1929, usually clears up within 
the course of a year. There are now about 10 
cases on record where eosinophilic granuloma of 
the skin and bone were present simultaneously. 
In all patients except one there were multiple le- 
sions in both skeletal and integumental systems. 


Reticuloeosinophilic granulomas are seen in pa- 
tients with Abt-Letterer-Siwe disease and the 
reticuloendotheliosis of Hand-Schueller-Christian. 
Eosinophilic granulomas in children in the course of 
systemic diseases are rare and usually fatal. The 
eosinophilic granuloma of the bone goes through 
four stages and may show xanthomatous changes. 
Dr. Netherton, in 1944 ,reported the case of a wom- 
an with lupus erythematosis with superimposed 
xanthomatous infiltration. I wonder if he has 
gone over his slides again after Lever (Arch. 
Dermat. & Syph. 55:200 [Feb.] 1947) raised the 
question whether his case was not eosinophilic 
granuloma. 


Lausecker (Ztschr. Haut. u. Geschlchtkrank. 22: 
329-334 [June] 1957) has recently given a good 
critical review on the status of these granulomas. 
The suggestion of Pinkus to divide them into 
reticuloeosinophilic and pseudoeosinophilic granu- 
lomas will probably stand until further observa- 
tions bring out more information as to etiology 
or basic disease. Up to now we feel justified to 
consider the eosinophilic granuloma of the face as 
an entity separate from others. 

Dr. JeroME Z. Litr: I should like to suggest a 
short course of therapy with chloraquine or Ata- 
brine. 


Dr. Earr W. NetHerton: Thank you, Dr. 
Gammel. In answer to your question about the 
case I reported, at the time we were studying that 
case I submitted a number of histological sections 
to Dr. Weidman. I had a communication from him 
later, and he asked me to go over the facts again; 
he did not recall whether or not there were any 
eosinophils. I got them out, and there were none. 
The histological picture was not like this particu- 
lar case. It is interesting that you should mention 
it, because Dr. Weidman asked me to check on 
the same point you brought up. 


Dermatofibrosarcoma Protuberans. Presented by 
Dr. J. R. HasertcK and Dr. G. R. CAMPBELL. 


A man, aged 71, was first seen in the Cleveland 
Clinic in July, 1957, with the complaint of urinary 
incontinence. He also stated that 10 or 12 years 
ago he had had a “growth” removed from the left 
scapular region. This healed, leaving a depressed 


scar. Since April, 1957, a protruding mass had 
been growing in that area. Family history was 
noncontributory. There is vague information that 
the patient had an injury to the left scapular area 
years before the appearance of the first mass. 

Examination reveals a polypoid tumor 2 to 3 cm. 
in diameter on the left suprascapular area. It is 
firm and purplish-red in color and overlies the 
6X8 cm. indurated base. It appears to be super- 
ficially located. The prostate gland reveals a Grade 
IV enlargement. It is smooth, with no nodules 
apparent. The rest of the physical examination is 
negative. 

The blood cell count on admission showed the 
hemoglobin to be 12.6 gm.; leukocyte count, 7,050; 
cell volume, 40 cc. The urinalysis revealed the pH 
to be 7.0; specific gravity, 1.015; albumin, 3+, 
with no sugar but many erythrocytes. The blood 
»rea was 49 mg. per 100 ml.; serum phosphorus, 
3.8 mg.; acid phosphatase, 1.4 Bodansky units. A 
roentgenogram of the lungs revealed pulmonary 
metastases; adenomatosis and alveolar-cell car- 
cinoma could not be excluded. There were fluid 
and an air cyst present in the lung. A roentgeno- 
gram of the left shoulder revealed normal bony 
structure. 

Histologic study reveals a fibroblastic and per- 
haps angiomatous tumor containing lipophages. 
Histologically this fragment resembles dermato- 
fibroma, but it is of greater depth than usual. Other 
angiomatous tumors and fibroblastic neoplasms 
would have to be excluded by further biopsy. 

The lesion was treated with 2,400 r x-ray, given 
in 300 r doses, with no apparent regression. 


Discussion 


Dr. Ear: W. NETHERTON: This patient was not 
here, but we would like to have the discussion 
anyway. 

Dr. Georce W. BINKLEY: I was happy to see 
this demonstraticn. There need be no apologies for 
the absence of the patient, because the excellent 
photographs and the protocol present all the data. 

It has been twenty years since I studied this 
entity. To my knowledge, nothing new has been 
added. The lesions appear and develop slowly. The 
original report on this disease was by Darier and 
Ferrand, in 1924. After presenting four cases, 
they stated, “The lesions appear to have a predilec- 
tion to pronounced siege, otherwise exclusive, for 
the skin of the anterior region of the abdomen 
and the neighboring inguinal regions.” (Darier 
and Ferrand: Dermatofibromes, progressifs et 
ricidivants, Ann. dermat. et syph. 5:545-562 [Oct.] 
1924.) My study showed that dermatofibrosarcoma 
is found to the right or the left of the midline, 
extending down the back, with an exceptional re- 
port of a case of one each on a foot, the buttocks, 
and the penis. At this time, I believe these latter 
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cases are probably variants of sarcoma and that 
true dermatofibrosarcoma does have a strong tend- 
ency to localize at or near the mammary ridge. 
The case presented is on the extended mammary 
ridge. The prognosis in early dermatofibrosarcoma 
is good. If you have a good liaison with the 
surgeon, insist on wide and deep excision. 

Arthur Hertzler, as early as 1926, pointed out 
that this tumor, when inadequately handled by in- 
sufficient excision, would recur once or twice and, 
after 20 to 40 years, become much more extensive 
and metastasize. (Hertzler, A. E.: Fibrosarcoma 
Tumors of the Skin of the Trunk, Characterized 
by Attenuated Dermal Surfaces. Ann. Surg. 84: 
489-496 [Oct.] 1926.) This fact was reiterated by 
Mopper, in 1953. The histological findings of this 
case struck me as being more aggressive than 
early dermatofibrosarcoma. In the cases I studied, 
the lesions were well circumscribed on the borders. 
Also, there were lacunae, which indicated a slowly 
growing tumor. This case shows more invasive- 
ness into the surrounding connective tissue. When 
we correlate these findings with the chest radio- 
graph, we suspect that this is one of the more 
aggressive dermatofibrosarcomas. 

Dr. Jonn R. HAsertcK: Do you think the pul- 
monary lesions are metastases of the dermatofibro- 
sarcoma protuberans ? 

Dr. Greorce W. BinKLey: I do not know. I 
do not recall seeing lung radiographs in the 
previous reports. 

Dr. Georce H. Curtis: About four months ago 
I had the opportunity of seeing a Negro woman 
who had a dermatofibrosarcoma protuberans of the 
right lower quadrant, close to the inguinal region. 


Dr. Jonn R. HAsertcK: The protocol of this 
case was presented to the Histopathologic Round 
Table at the Academy of Dermatology, in Decem- 
ber, 1957. There is no doubt that he has dermato- 
fibrosarcoma protuberans, and there is no doubt 
that he has pulmonary metastases. The question 
then, as now, is whether there is a relationship be- 
tween the two conditions. The histologic picture 
of dermatofibrosarcoma protuberans is so benign 
that it is almost inconceivable that it could produce 
pulmonary metastases; yet Mopper and Binkley 
have both pointed out this possibility in the past. 
A biopsy of the lung would settle the question, 
of course, but his physical condition has been too 
poor to permit this study. 


Dermatomyositis: Presented by Dr. J. R. HASER- 
1cK and Dr. D. J. GRANT. 

A 10-year-old white boy was admitted to the 
Cleveland Clinic on Nov. 25, 1957, complaining of 
weakness, generalized muscle ache, difficulty in 
swallowing, and a rash on elbows, knees, face, and 
ankles. The patient was in good health until Oct. 
3, 1957, when he developed an influenza-like illness 
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with fever and general malaise. After four days 
of bed rest, the fever subsided and he returned to 
school. One week later he suddenly developed 
myalgia, first in his legs, then generalized. This 
was rapidly followed by marked weakness, most 
pronounced in the morning. In two days a rash 
appeared on the arms, elbows, and knees. After 
initial ambulatory treatment he was hospitalized 
elsewhere. A muscle biopsy revealed chronic non- 
specific interstitial myositis. After discharge, weak- 
ness persisted without, however, febrile episodes. 
The family history was noncontributory. 

The patient presented a pale and pasty appear- 
ance, with a faintly erythematous, maculopapular, 
eruption situated on slightly dark and 
thickened skin on the knees, face, knuckles, el- 
bows, and ankles. Physical examination disclosed 
a thin, small, well-developed boy with marked 
weakness but in no acute distress. His weight was 
67 lb.; temperature, 98.2 F; blood pressure, 105/70. 
There was cyanosis of the finger tips. The right 
elbow was limited to 40 degrees of extension; his 
grip was very weak, and he demonstrated a slightly 
spastic walk, with an obvious attempt not to bear 
weight on his right heel. The reflexes were normal. 

The urinalysis was normal. The hemoglobin was 
13 gm.; cell volume, 40 cc.; leukocyte count, 
6,650, with 47% neutrophiles, 4% eosinophils, 45% 
lymphocytes, and 2% monocytes. The sedimenta- 
tion rate was normal. A fasting blood sugar was 
within normal limits. Wassermann and Kahn re- 
actions were negative. The L. E. test was nega- 
tive. A 12-hour urine creatine was 272.1 mg., and 
the creatinine was 475.2 mg. X-ray of the chest 
was normal. An EMG was abnormal, with low 
voltages and fibrillation potentials. 


Histologic examination showed no evidence of 
fibrinoid degeneration. There was some slight in- 
vasion of the muscle tissue by polymorphonuclear 
leukocytes, and numerous small round cells were 
seen in the interstitial spaces, between muscle 
fibers. The muscle fibers are of normal size and 
shape. Cross striations are normal. Impression: 
chronic interstitial myositis, nonspecific. 

Therapy with Calcium Versenate was started on 
admission to the Cleveland Clinic Hospital. We 
administered 3 gm. in 1,000 cc. of dextrose solu- 
tion intravenously daily for sixteen days. At the 
end of this time, the patient was discharged, to 
continue the Calcium Versenate orally at home. 
This was administered orally, 1 gm. t. i. d. The 
child was last seen on Feb. 12, 1958, by which 
time he had returned to school and had regained 
his normal activity. The skin changes had dis- 
appeared, and the gastrocnemius tightness had been 
relieved, and so his gait had returned to normal. 
Calcium Versenate dosage was gradually reéluced, 
so that by Feb. 12, 1958, the dose was* 0.5 gm. 
daily. 


SOCIETY TRANSACTIONS 


Discussion 


Dr. HERBERT H. Jonnson, JR.: I do not propose to 
discuss this case in any detail, but I should report 
that this patient was seen in consultation on one 
occasion in another hospital about three months 
ago. The classical lesions of dermatomyositis, with 
elbow and knuckle erythema and atrophy, so char- 
acteristic of the condition, as well as the muscle 
weakness and tenderness, were present at that time. 
Seeing him now, it would be hard to believe that 
those lesions were there. There was no question 
about the diagnosis in my mind at the time. I 
should like to hear more about the therapy. 

Dr. Jonn A. KENNEY, JR.: I should like to ask 
Dr. Haserick what his experience has been with 
cortisone in dermatomyositis. 

Dr. Joun R. Hasertck: I do not know the 
rationality behind the use of the chelating agents 
in this group of diseases. It may have been an- 
other example of serendipity, in which case, if it 
works, some bright fellow will come along and 
tell us why. With respect to cortisone in der- 
matomyositis, we have been inclined to reserve it 
for the severest cases of this disease. We do not 
feel that we get nearly as dramatic a response as 
in systemic lupus erythematosus. We have in 
some cases maintained it for many months. I 
should say that we have had very few satisfactory 
results. We have had patients who are up and 
around, without taking any steroidal drugs, but 
unfortunately I can remember many who did very 
poorly. The Calcium Disodium Versenate is used 
when calcium depletion is not desired. 


Psoriasis (Treated with Aristocort). Presented 
by Dr. E. W. NETHERTON and Dr. W. N. Davo- 
SON. 


A 56-year-old white man first came to the Cleve- 
land Clinic in 1952, with a history of skin diffi- 
culty for 15 years. At this time he developed 
erythematous scaling plaques on the hands. Later 
the perianal region became involved. Previous 
treatment had consisted of numerous local medica- 
tions and ultraviolet light, which were of no ap- 
parent benefit. His past history revealed a peptic 
ulcer in 1952. 

On the initial examination, in 1952, there was 
involvement of the hands and perianal area. There 
were small- to half-dollar-sized, well-defined, dull- 
to-light-red raised plaques, with dry, mica-like im- 
bricated scales. On other plaques, the surfaces were 
granular. A few of the fingernails showed some 
separation from the nailbeds. There was a well- 
demarcated, light-red plaque surrounding the anus. 

Urinalysis, blood sugar level, and serology were 
normal. The blood cell count revealed 5,150 white 
cells, 12.5 gm. hemoglobin, and cell volume, 38 cc. 

Histologic examination shows the stratum cor- 
neum to be wavy, forming many follicular dells. 


It is laminated and mostly parakeratotic. A few 
inflammatory cells are seen in the stratum corneum, 
but there are no clear-cut microabscesses noted. 
The epidermis is extremely acanthotic. The rete 
pegs penetrate deeply into the corium. The epi- 
dermal plates are thin and vary from four to six 
cell layers. A moderately heavy inflammatory 
reaction is noted in the papillae and to a lesser 
extent around the superficial vessels. The section 
is consistent with psoriasis but could also be a 
chronic localized neurodermatitis. 

Tar preparations helped the patient for a time. 
He was also benefited by a salicylic acid-ammoni- 
ated mercury ointment. Chloroquine was given for 
several months, with equivocal results. Anthralin 
ointment was found to irritate. The lesions cleared 
during a course of 10 superficial x-ray treatments 
of 75 r but recurred when this was discontinued. 
The patient received a course of 11 injections of 
l cc. of colloidal manganese, without much im- 
provement. On Jan. 14, 1958, he was given Aristo- 
cort, 4 mg. four times daily. Within two weeks 
there was a marked improvement. Since Feb. 11, 


1958, he has been taking two tablets every second 
day. 


Discussion 


Dr. CLype L. CummerR: The reason for present- 
ing this patient is that he responded so well to 
Aristocort. I think it would be rather trite for 
anybody to try to open the discussion on psoriasis, 
but there is one factor here which makes this a 
really live subject. The patient shown today had 
been a patient of mine for three years, from 1949 
to 1952, and I tried practically everything on him, 
including painting the hands with tar, ultraviolet, 
and some x-ray. He did have a little improvement. 
The appearance of this man today is striking, and 
I think that it is marvelous that there is a drug 
of this kind that would do what has been done 
here. I realize that it is premature to ask these 
questions, but I would like to know what the 
presenters think of the length of time they can 
use this preparation and how long the beneficial 
results may last. 

The problem of gastric ulcer with Aristocort 
comes up. I think it is very fortunate that it was 
not recognized that this man had a gastric ulcer 
and that the drug was started anyway, and ap- 
parently he has tolerated it very nicely. 

Dr. George W. BINKLEY: I think that Tri- 
amcinolone is an effective suppressant in psoriasis. 
According to J. L. Hollander’s report, the per- 
centage of response is high. He reports success 
in 13 out of 17 cases of chronic psoriasis. The 
side-effects are not serious. Of course, there is 
salt depletion, in contrast to older steroids. In- 
stead of euphoria and accentuation of appetite, 
one may experience the opposite effects. We 
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should warn our patients that they may feel fa- 
tigue or slight depression in the beginning of the 
course of Triamcinolone. The use of the drug is 
palliative; there is no question about that. It is 
like any other steroid. When you stop the drug, 
the patient will be vulnerable to relapse. But I 
think it has something to offer chronic inveterate 
psoriasis, for we have nothing that equals it. | 
plan to use it similarly to what has been outlined 
for this patient, beginning with four tablets a day 
for a week, and then decrease stepwise. If I can 
maintain my patient on 8 mg. per day or, as in 
this case, on 8 mg. every second day, I do not 
anticipate serious side-effects. 


Dr. A..L. Lemy: I have used Aristocort on 
three cases of generalized psoriasis, and I was 
surprised by the rapid response. These patients 
are on maintenance doses of 2 to 4 mg. of Aristo- 
cort daily. This maintenance dose has been the 
therapy for a one-month period following a be- 
ginning dose of 12 mg. daily. 

Dr. P. J. Costetto: I happen to be one of the 
more fortunate to have been trained under Dr. 
Netherton. I hate to come all the way from 
Philadelphia to put a damper on Aristocort. About 
a month ago, or perhaps a little later than that, 
there was an article in one of the Philadelphia 
papers, stating that one of the University of 
Pennsylvania groups, I think under Hollander, 
had done a great deal of work with Aristocort. 
This is a thing that has not been published as yet 
and probably will be. As mentioned before, when 
the drug is stopped, the psoriasis does come back. 
However, I think their experience has been very 
discouraging, in that it is very much more re- 
sistant to treatment than it was before when it 
does come back. I would still recommend the 
Goeckerman treatment. 


Dr. S. N. ULevrrcau: I have not used it in 
psoriasis but in a severe case of angioneurotic 
- edema and hives. The patient was sensitive to the 
Aristocort itself and could not tolerate it more 
than two or three days. I used it in severe contact 
dermatitis of the hands, m which everything else 
had been used, and the patient developed a severe 
diarrhea from the Aristocort. I used it in a case 
of mycosis fungoides, and the response was mirac- 
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ulous; the man really improved on the drug in one 
week’s time. 

Dr. GEorGE M. Srroup: I have had success in 
controlling several cases of psoriasis with Tri- 
amcinolone. Although I have not taken the oppor- 
tunity to compare the effects of Triamcinolone 
and 6-methyl-prednisolone (Medrol), I noticed that 
in the January, 1958, issue of Metabolism, Dirai- 
mondo and Forsham mention that 6-methyl- 
prednisolone was 25% more anti-inflammatory, on 
the basis of its corticotropin-suppressing activity 
and results based on clinical usage. 

Dr. Ruru R. RauscHKors: I have had one pa- 
tient, who has had much trouble, whom I have 
treated with Aristocort. We planned Goeckerman 
treatment for her, but patch-testing showed marked 
sensitivity to tar. She was frantic, and we put her 
on Medrol, at first with some improvement, and 
then on Aristocort. I have reversed her four 
times, and her response to the Aristocort is defi- 
nitely superior. 

Dr. Joun R. HAsertck: There is no question 
now about the powerful effect of Triamcinolone 
in the treatment of psoriasis. It is of interest that, 
despite its potency when administered systemically, 
it is ineffective in psoriasis when applied locally. At 
this time I would like to report on a patient who 
developed a large duodenal ulcer two and one-half 
weeks after Triamcinolone was started. This man 


-has been under my care since 1953, and at no 


time has he ever had gastrointestinal manifesta- 
tions. He was so grateful for the improvement 
in his pustular psoriasis of the palms that he con- 
tinued to take the Triamcinolone without our 


knowledge, and despite our warnings. 

Scleroderma, Localized. Presented by Dr. J. R. Haserick 
and Dr. G. R. CAMPBELL. 

Keratosis Follicularis, Therapeutic Suggestions? Presented 
by Dr. J. R. Haserick and Dr. W. N. Davinson. 

Necrobiosis Lipoidica. Presented by Dr. E. W. NETHER- 
TON and Dr. D. J. GRANT. 

Urticaria Pigmentosa (Nodular Type). 
J. R. Hasericx and Dr. D. J. GRANT. 

A Case for Diagnosis: (Scleroderma?) 
K. H. BURDICK. 

Acrosclerosis, with Severe Vasospasm. Presented by DR. 
Greorce H. Curtis and Dr. W. N. DAvIDSON. 

Cylindroma. Neurofibromatosis(?) Presented by Dr. 
E. W. NETHERTON and Dr. G. R. CAMPBELL. 

Hypertensive Ischemie Ulcers of the Legs. Presented by 
Dr. Georce H. Curtis. 


Presented by DR. 


Presented by DR. 
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Benign Hemosiderosis. Presented by Dr. F. R. 
MENAGH. 


Dr. James R. Roctn: I should like to take this 
opportunity to point out that the diagnosis “benign 
hemosiderosis” is representative of one of the most 
confused groupings in dermatological nomenclature. 

Let us examine the various entities in this group, 
as well as their formidable, confusing, and, in 
many instances, entirely meaningless names. First, 
there is Schamberg’s disease, or “a peculiar pro- 
gressive pigmentary dermatosis.” Is it true that 
the disorder is really “peculiar” in that it can be 
differentiated completely from the other disorders 
in this group? I believe that it can not be so dis- 
tinguished. The next word in the title, “progres- 
sive,” is also meaningless, since all the other 
disorders in this group are also “progressive.” The 
word “pigmentary” gives no clue that the pigment 
is of hemosiderin origin as contrasted to melanin 
or other types of pigment in the skin. 

The second member of this group of diseases 
is Hutchinson’s disease, or angioma serpiginosum. 
Actually, although this disorder is included in the 
“pigmented purpuric eruptions” the lesions are not 
purpuric but are, rather, punctate angiomatous 
lesions which, microscopically, show no diapedesis 
of the blood cells and no deposits of hemosiderin. 
The titles become progressively more formidable, 
since the third member of this group is known as 
Majocchi’s disease, or purpura annularis telan- 
giectodes or telangiectasia follicularis annulata. 
Clinically, the lesions may be telangiectatic, pur- 
puric, atrophic, and, rarely, ulcerated. 

The last member of this group is known as 
Gougerot-Blum disease, or pigmented purpuric 
lichenoid dermatitis or purpura angiosclereux 
prurigineux avec elements lichenoides! In this dis- 
order, pruritus is usually very pronounced and the 
papules become lichenoid as a result of chronic 
scratching. 

Microscopic examination does not clarify the 
issue in most cases. In all, the epidermis is normal 
and the significant changes occur in the cutis, 
where the capillaries are usually increased in size 
and in numbers and frequently changed in shape. 
The arterioles may be thickened and occasionally 
obliterated. Diapedesis of blood cells and hemo- 
siderin deposits are common to all, with the excep- 
tion, of angioma serpiginosum, where these 
characteristics are absent, and perhaps for this 
reason angioma serpiginosum should not be included 
in this group. 


To confuse the issue still further, I am sure that 
most of the members in this audience today have 
seen purpuric eruptions due to drugs or accom- 
panying stasis of the legs that are indistinguishable 
clinically from these so-called “entities.” 


A stasis inadequacy seems common to all of these 
disorders and no demonstrable hematologic defects 
are found in any. 


I should like to support completely the plea of 
Randall, Kierland, and Montgomery, who, in 1951, 
suggested that the entire group be lumped together 
as “pigmented purpuric eruptions.” However, in 
Montgomery’s most recent textbook there still 
exists the artificial and senseless separation of 
these disorders with their accompanying ridiculous 
nomenclature. My deepest sympathies are extended 
to the young men who are in training today and 
who must, I am afraid, still plan to hurdle these 
inane obstacles on their Board examinations! 


Acne Conglobata with Septicemia (?). Pre- 
sented by Dr. Rogert E. Burns and Dr. JAMES 
M. CoLviLLe (by invitation). 


A 16-year-old white male high school student 
had had mild acne of the chest and back for one 
year. During the football season of 1957, the chest 
and back lesions became more acute. The boy was 
an amateur taxidermist, and during the fall he 
worked with a deer carcass. 


Treatment by his local dermatologist consisted 
of low-fat diet, sulfur lotion, and thyroid. After 
an increase in the acne lesions sulfisomidine 
(Elkosin, Ciba) was prescribed. The lesions con- 
tinued to appear with increasing severity, and by 
January, 1958, they were frankly conglobate. He 
developed febrile reactions, with temperature as 
high as 103 F, and complained of joint and muscle 
pains. 

He was admitted to his local hospital. There, 
repeated blood cultures and routine laboratory ex- 
aminations were normal. Internists in consultation 
found no localizing noncutaneous signs. Chloram- 
phenicol, novobiocin, tetracycline, sulfadiazine, and 
ristocetin were administered in full doses but 
without benefit. He was transferred to Henry 
Ford Hospital on Jan. 31, 1958. 

On admission, numerous conglobate lesions of 
acne were found on the face, chest, and back. 
Those on the chest were particularly deep and con- 
fluent, with a gelatinous material filling each 
ulcerated lesion surmounting which was a thick en- 
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crustation. The slightest touch produced excruciat- 
ing pain. 

Laboratory examinations revealed Hb. 10.0 gm., 
W. B. C. 12,850. Differential count revealed 
polymorphonuclears 79%, eosinophils 3%, lympho- 
cytes 16%, monocytes 4%. Platelets were of ade- 
quate numbers. Urinalysis showed an occasional 
granular cast but was otherwise normal. Serum 
electrophoretic studies showed a total protein 
6.6 gm., with albumin 27% and globulins as follows: 
air 9%, az 21%, B 20%, y 23%. Skeletal x-rays 
showed diffuse demineralization. Chest x-ray was 
normal. The following tests were normal: S. T. S., 
peripheral L. E. test, Coombs test, N. P. N. 
creatinine, A. S. O. titer. Agglutination tests for 
typhoid, paratyphoid A and B, brucellosis, and 
psittacosis were negative. 

Skin tests to various fungi and to tubercle 
bacillus were negative. Aerobic skin cultures grew 
a few hemolytic, coagulase-positive Staphylococcus 
pyogenes var. aureus, sensitive only to erythromy- 
cin and neomycin. Anaerobic cultures produced a 
Gram-positive diphtheroid organism eventually 
isolated as probable Corynebacterium acnes. Re- 
peated blood cultures were consistently negative. 
A biopsy specimen of an acne pustule contributed 
no new information, Cultures and special stains 
of this tissue were negative for bacteria and fungi. 


Treatment consisted of supportive measures, 
including repeated transfusions. Local compresses 
of various types and antibiotic ointments were 
utilized. Aqueous penicillim, 1,000,000 units I. M. 
q. 2 h. and 4,000,000 I. V. b.i.d., was given from 
Feb. 15, 1958, to March 3, 1958, when it was dis- 
continued because of the appearance of urticaria. 
The temperature leveled off and, following the 
completion of the treatment, remained low with 
swings to 99.6 F. 

Dr. Rogert E. Burns: Dr. J. M. Colville has 
a special interest in systemic bacterial infections 
and gave us great help in this problem. 


Dr. JAMES M. COLVILLE (by invitation): When 
we first saw this patient he was septic and appeared 
to be going down hill. We agreed that the skin 
itself could not account very well for the entire 
picture of this boy’s illness. The degree of toxicity, 
the anemia, and the arthralgias all suggested a 
generalized disease, probably sepsis. We made 
some very aggressive attempts at isolating organ- 
isms from the blood, including several bone marrow 
cultures, as well as many venous blood cultures. 
Unfortunately, these studies were singularly un- 
rewarding. We then turned our attention to the 
bacteriological flora of the skin lesions. This was 
done by isolating several ef the new lesions and 
doing stab cultures of these lesions. Two organisms 
were isolated. One was a Gram-positive rod and 
the other was a Gram-positive coccus. The latter 
organism was identified as a coagulase-positive 
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hemolytic S. pyogenes var. aureus. It was penicillin- 
and tetracycline-resistant, the type we usually 
associate with hospital infections occurring in per- 
sons who have received previous antimicrobial 
agents. The Gram-positive rod was identifed as 
either Erysipelothrix or C. acnes and was sensi- 
tive to penicillin. In the literature one can find 
descriptions of Erysipelothrix causing skin lesions, 
arthralgias; and endocarditis. On the basis of the 
clinical picture and the failure to isolate staphylo- 
cocci from the blood, we felt that there was at 
least a possibility that the Gram-positive rod was 
significant. We treated him with very large doses 
of penicillin, and there occurred a rather gradual 
fall in his temperature and visible, however far 
from complete, improvement of the skin lesions. 
We have not as of today isolated this organism 
from his blood. Penicillin was discontinued because 
the patient developed a sensitivity to the agent. He 
was placed on diphenhydramine (Benadryl), and 
now continues to run a low-grade fever. I am 
afraid we have not shed much light actually on 
the case, but I think he is improving. We have 
never been able to fix this as a staphylococcal 
sepsis. However, it could be one in spite of the 
fact we have not isolated this organism from the 
blood because they do occur in an intracellular 
position and may remain hidden for long periods of 
time. 

Dr. CLARENCE S. Livincoop, Detroit: What are 
the other differential diagnosis possibilities? 

Dr. James M. Covite: I certainly think, as 
your group suggested, that a collagen disease has to 
be considered. I do not know whether this skin 
lesion is compatible with a collagen disease. 

Dr. CLARENCE S. Livincoop: Well, no, but it 
is probably as compatible as it is with septicemia. 

Dr. ArtHuUR C. Curtis, Ann Arbor: How do 
you explain the arthralgia which came on with 
reduction in temperature and fall in white count? 

Dr. James M. Corvitte: Actually, this symptom 
is no longer present. It was present only when he 
was running a septic course. As a matter of fact, 
he is feeling very well now. We have never seen 
a hot joint on this boy. 


Dr. Rogert E. Burns: It is purely a philo- 
sophical approach, but one sometimes wonders if 
these severe skin lesions could be in the nature of 
a Schwartzman phenomenon associated with sepsis 
elsewhere. 

Dr. R. RICHARD HARRELL, Ann Arbor: A similar 
case, though perhaps not so severe a one, came 
under our care some months ago. He had severe 
ulcerations and some fever but no myalgias or 
arthralgias. Tremendous benefit was obtained by 
curetting the ulcerated lesions under general anes- 
thesia. This was carried out on Dr. Curtis’ advice. 

[AppENDUM: Dr. Harrell’s suggestion was later 
acted upon with distinct benefit to the patient. His 
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general health improved, though pustular acne 

lesions continued to appear. Debrided ulcerative 

areas of the chest wall have healed slowly, and 

skin grafting is anticipated. ] 

Idiopathie Atrophoderma of Pasini and Pierini. 
sented by Dr. C. S. Livincoop. 

Incontinentia Pigmenti. Presented by Dr. R. P. Fosnaucu 
(by invitation). 

Diffuse “Collagen” Disease. Presented by Dr. C. S. Livin- 
GOOD. : 

Ulerythema Ophryogenes. 
GOOD. 

Multiple Epitheliomata, Presented by Dr. R. E. Burns. 


Pre- 


Presented by Dr. C. S. Livin- 
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Hypertrophic Lichen Planus? Mycosis Fun- 
goides? Presented by Dr. CARROLL F. BURGOON 
and Dr. JosepH S. Harun (by invitation). 


A Negro man, aged 48, presented generalized 
reticulated hypo- and  hyperpigmented, large, 
plaque-like lesions with a grayish hue on the face 
and pretibial regions. The patient’s previous lesions 
of the mouth and genital regions have now cleared. 
The patient was hospitalized at the Philadelphia 
General Hospital in November, 1956, with a gen- 
eralized pruritic eruption, and from Jan. 30, 1957, 
to May 24, 1957. The diagnosis was hypertrophic 
lichen planus. 

The patient has been treated at the Philadelphia 
General Hospital for five months with a generalized 
pruritic eruption which has since regressed, leaving 
residual lesions of the perioral, malar, and perior- 
bital regions. 

On admission a year ago, medical examination 
disclosed generalized lymphadenopathy; otherwise, 
the general physical examination was negative. 


Blood revealed 12.4 gm. hemoglobin. The liver 
profile was normal. The albumin-globulin ratio was 
4.7 :2.6. The serologic tests for syphilis were 
nonreactive. The electrocardiogram was normal. 
Barium enema and examination of the upper 
gastrointestinal tract were negative. Blood calcium 
was 10.0 mg. %. 

The report on the biopsy specimen from a lymph 
node was “dermatopathic lymphadenopathy.” The 
reports of skin biopsies were as follows: On Feb. 
4, 1957, exfoliative dermatitis; on Feb. 12, 1957, 
nonspecific dermatitis; on April 8, April 9, and 
April 22, 1957, lichen planus. The report on a 
biopsy specimen taken from the tongue on April 
22, 1957, was lichen planus. 

The patient was treated during May, 1957, with 
corticosteroids without improvement; with super- 


Lupus Erythematosus (?). Presented by Dr. F. R. MENAGH 
and Dr. B. M. Hamit (by invitation). 

Lichen Nitidus—Generalized. Presented by Dr. 
LIVINGOOD. 

Subcorneal Pustular Dermatosis (Sneddon and Wilkinson). 
Presented by Dr. R. E. Burns. 


Stasis Uleer—A Therapeutic Approach. Presented by Dr. 
JOSEPH BENINSON. 


CUIN: 


Melanoma of Face. Presented by Dr. EuGENE A. HAND, 
Saginaw. 

Rosacea with Rhinophyma. Presented by Dr. EUGENE A, 
Hanp, Saginaw. 

Epidermolysis Bullosa. Presented by Dr. C. S. LivinGcoop. 


ficial roentgen ray to ankles, shoulders, and face 
from June to Aug., 1957, intermittently, with re- 
mission of the lesions. 


Discussion 


Dr. J. M. ScuitpKrAut, Trenton, N. J.: That 
has all the earmarks of hypertrophic lichen planus, 
but it 1s rather unusual for it to run together into 
large plaques, especially on the face. I have never 
seen lesions so extensive. This might be going 
into mycosis fungoides, although I do not remem- 
ber ever seeing a case of lichen planus that de- 
veloped into mycosis fungoides. 

Dr. MARGARET GRAY Woop: Histologically, this 
is mycosis fungoides. The sections which have 
been interpreted as lichen planus are entirely con- 
sistent with poikiloderma. This patient has mycosis 
fungoides with associated poikiloderma, 

Dr. ALBERT M. KLIGMAN: It seems to me that 
all the views can be composed, because mycosis 
fungoides is not a disease sui generis but a com- 
plication of a long-standing preexisting condition— 


lichen planus, parapsoriasis, and neurodermatitis. 


This man could very well have had lichen planus 
to begin with which has now finally degenerated 
into a neoplastic process. 

Dr. HERMAN BEERMAN: Some years ago Dr. 
Thomas and I searched the literature for references 
to various premycotic diseases, and I cannot recall 
lichen planus among them, and so if this gets into 
the record, I request that Dr. Kligman supply us 
with documentation. I believe many of these pa- 
tients receive erroneous diagnoses in the beginning ; 
they are mycosis fungoides from the start, and we 
are unable, by our present means, to recognize 
them. Dr. Fanburg had a patient in this same 
category who had a dozen biopsies before one of 
the specimens showed mycosis fungoides. 
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Dr. ALBERT M. KLIGMAN: I have no documenta- 
tion, but if one looks through the literature and 
talks to men of experience one hears that persons 
who eventually develop mycosis fungoides have 
received various diagnoses, among which have been 
lichen even psoriasis. Premycotic 
mycosis fungoides is not a definitive diagnosis. It 
is a disease of varying categories, some known 
and some unknown, which eventually degenerate. 

Dr. Ira L. SCHAMBERG: I agree with Dr. Klig- 
man’s concept of this condition. It is a fascinating 
thing that a variety of diseases—erythroderma, 
poikiloderma, parapsoriasis—may, after many 
years, eventuate in this malignant condition, which 
frequently at autopsy is diagnosed by the general 
pathologist as leukemia or lymphoma. 


planus and 


Facial Hemiatrophy? Scleroderma? Herniated 
Nucleus Pulposus L 4-5. Presented by CAPT. 
James H. Lockwoop (MC), U. S. N. 


A white man, aged 20, well developed and 
nourished, with no apparent illness, presented over 
the forehead, on the side of the nose, and on the 
temple on the left patchy areas of atrophy causing 
the skin to have a wrinkled appearance. The lesion 
did not extend above the hairline, and the eyebrow 
was not involved. There was associated total anes- 
thesia. The patient had the usual childhood illnesses 
without complications or sequelae. In 1954, he sus- 
tained a low back injury while plaving football, 
with pain over the lower back and the right leg in 
the distribution of the right sciatic nerve. He was 
treated with bed rest, with relief of the acute 
symptoms, but he has had occasional back and right 
leg pain since. In May or June, 1957, he had in- 
sidious onset of “numbness” over the left side of 
his forehead, followed by loss of sweating and 
gradually progressive wrinkling of the skin in 
same area during the ensuing two or three weeks. 
The “numbness” gradually progressed to total anes- 
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thesia over the distribution of the ophthalmic di- 
vision of the left trigeminal nerve. Two to three 
months later he first noted recurring sharp, stab- 
bing retro-orbital pain behind the left eye. About 
four months after the onset of his present illness, 
he had.a febrile illness, with sore throat, rhinor- 
rhea, and general malaise, diagnosed as “flu,” for 
which he was treated with various antibiotics, in- 
cluding penicillin. At that time he was first noted 
to have a miotic pupil on the left. His visual acuity 
at that time was 20/30 O. S. Two to three weeks 
later he began having gradual diminution of his 
visual acuity in the left eye, and early in January, 
1958, he awoke one morning to find that he was 
totally blind in the left eye, except for the ability 
to perceive light. There has been very little sub- 
jective change since January, 1958, except for 
gradual extension of the area of anesthesia, loss 
of sweating, and wrinkling of the skin on the left 
side of the nose and the left temple. 

In addition to the above findings, there were 
corneal anesthesia, miosis, and amaurosis of the 
left eye. Over the lateral aspect of the right leg 
there was hypesthesia from the iliac crest down to 
and including the foot. This latter finding was 
interpreted as due to a herniated nucleus pulposus 
between L4 and L5 as a result of the football 
injury in 1954. The remainder of the physical 
examination was essentially within normal limits. 
Vestibular-function tests showed absent rotatory 
component to nystagmus on the left. 

The following laboratory studies and x-ray 
studies were all within normal limits: Complete 
blood cell count; urinalysis, erythrocyte sedimenta- 
tion rate; blood urea nitrogen; fasting blood 
sugar; total protein and albumin-globulin ratio; 
acid phosphatase; alkaline phosphates; VDRL; 
spinal fluid examination; roentgenograms of the 
chest, skull, and cervical and lumbar spine, and 
left carotid arteriogram. A pneumoencephalogram 
was unsatisfactory, owing to inadequate filling of 
the ventricles. 

Reports on biopsy specimens were as follows: 

Jan. 13, 1958, U. S. Naval Hospital, Camp Le 
Jeune: Skin of forehead showed atrophy of skin 
and fibrosis of dermis but was interpreted as 
insufficient for a diagnosis of scleroderma. 

March 4, 1958, U. S. Naval Hospital, Philadel- 
phia: Interpreted by Dr. Herman Beerman as 
possible scleroderma. 

April 11, 1958, U. S. Naval Hospital, Phila- 
delphia: Biopsy including both normal and abnor- 
mal skin of forehead diagnosed as scleroderma. 

No treatment has been given at this time. 


Discussion 


Lt. DonNALD BAxTER (MC) U. S. N.: This en- 
tity was reviewed in the English literature by 
Archambault and Fromm, in 1932. At that time 
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there had been 400 cases of facial hemiatrophy re- 


ported; since then there have been about 23 re- . 


ported. The entity seems to comprise a variety 
of clinical types, the etiology of which is not 
thoroughly understood. It seems to develop most 
frequently in the second decade. The disease may 
start at any point on the face and may progress 
to total facial hemiatrophy or even extend beyond 
the face or stop at any point. Osborne, in 1922, 
reviewed the literature for cases associated with 
morphea or morphea-like lesions. Of some 400 
cases in the literature, only eight cases were found 
to coexist with morphea. We feel that our biopsies 
on this patient certainly suggest scleroderma. Dr. 
Beerman has reviewed the slides and might wish 
to comment on them. The most frequently recog- 
nized mechanism in facial hemiatrophy is a lesion 
of the sympathetic nervous system. Our patient 
certainly shows some evidence of sympathetic in- 
volvement. He has a miotic pupil and absence 
of sweating on the affected side, but he presents 
several things that are somewhat of a problem. 
The blindness of the left eye and total anesthesia 
of the ophthalmic division of the left trigeminal 
nerve now spreading in the maxillary division are 
dificult to explain on the basis of a lesion of 
the sympathetic nervous system. 

Dr. Jonn P. Scurry, Reading, Pa.: Is there 
any reason to suspect that this man has a brain 
tumor ? 

Lr. Donatp BAxter (MC) U. S. N. (by invita- 
tion): He has been fairly thoroughly studied by 
the Neurological Service. There is no indication 
that there is a brain tumor. A pneumoencephalo- 
gram was attempted but was unsatisfactory due to 
unsatisfactory filling of the ventricles. There is 
no other evidence to suggest a brain tumor, and 
the peripheral lesions he has are of such a diverse 
nature that it would be difficult to pin them down 
to any single central nervous system lesion. Dr. 
Alpers says the lesion is peripheral rather than 
central. 

Dr. Herpert M. Leavitt, Easton, Pa.: The 
lesion is clearly in the peripheral portion of the 
fifth nerve; the seventh nerve seems to be skipped; 
the eighth is involved, and then, of course, there 
is the blindness and amaurosis of the left eye. 
What do they think of the possibility of some type 
of meningitic process, some fibrotic thickening, 
perhaps involving certain nerves and not others? 

Lr. DonaLtp Baxter (MC) U. S. N. (by invi- 
tation): It would be difficult to explain the sym- 
pathetic involvement on the basis of a meningitic 
mechanism. Archambault and Fromm, in their 
review of the literature, found that there were 
many patients who did show anesthesia of the 
affected area. This has developed since he came 
on active duty. 


Dr. Ira L. ScHAMBERG: Has there ever been 
a reported case of blindness in facial hemiatrophy? 

Lt. Donatp Baxter (MC) U. S. N. (by invi- 
tation) : Barber listed several cases in his report 
in 1922 and Archambault, in 1932. Nothing was 
mentioned as to the pathogenesis. 

Dr. ALBERT M. KLIGMAN: Had he a herpes 
zoster? This facial lesion is not typical of hemiat- 
rophy. It is a rather superficial lesion of the skin, 
and hemiatrophy is not particularly a neurological 
disorder. 

Carr. JAMES H. Lockwoop (MC) U. S. N.: I 
think it can be explained by the fact that we are 
seeing this in a very early stage. In the next few 
years we shall see more involvement. It is not 
extensive now, but I think we shall see other 
organs and other tissues involved as time goes on. 

Dr. J. M. Scut_pkKraAut, Trenton, N. J.: I did 
not see too much atrophy, and the patch on the 
forehead seemed to have a dead-white appearance 
and comedone lesions resembling lichen sclerosus 
et atrophicus. 

Dr. Louts JAFFE: Did this man have any café 
au lait spots? 


1. Neurofibromatosis—Cutis Laxa Left Lower 
Extremity. 2. Congenital Heart Disease—Pul- 
monary Stenosis. Presented by Dr. CARROLL 
F. Burcoon and (by invitation) Dr. JOSEPH S. 
HARUN. 


A white man, aged 25, presented multiple flat 
to pedunculated fleshy lesions, present more 
prominently on the anterior and posterior trunk, 
associated with café au lait spots. The left lower 
extremity was markedly enlarged up to and in- 
cluding the gluteal region. The patient has con- 
genital heart disease and pulmonary stenosis. He 
has had swelling of the left leg since childhood. 
He has been admitted to the Philadelphia General 
Hospital three times and states that he has had 
cutaneous lesions and swelling of his left leg as 
far back as he can remember. In November, 1957, 
his left leg began to drain, which prompted his 
first admission. This third time he has been 
admitted for surgery to his left leg. 

Medical examination revealed a harsh Grade 4 
pulmonary systolic murmur with a palpable thrill. 

Blood showed 11.1 gm. hemoglobin. The blood 
sugar was 94 mg. % and blood urea nitrogen 10 
mg. %. The urinalysis was within normal limits. 
The electrocardiogram showed a right axis devia- 
tion and right ventricular hypertrophy. Roentgeno- 
gram of a tumor mass in the left leg showed a 
possible plexiform neuroma. 

The report on the biopsy of mass removed from 
the left lower extremity on March 5, 1958, was 
neurofibroma. 

The patient has been treated with tetracycline, 
250 mg. four times a day, and 600,000 units of 
penicillin q. 12 h. 
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Discussion 


Dr. THomMaAs BUTTERWORTH, Reading, Pa.: The 
proper name for this is elephantiasis neuromatosa, 
but I agree with the presenter’s diagnosis. The 
leg is beginning to smell bad, but if you try to 
cut it off, you may have a death on the operating 
table, and if you miss that, you may stir up a 
neurofibrosarcoma. I do not know what to do. 

Dr. Joun E. German, Reading Pa.: That 
boy also has cutis hyperelastica with a subcutaneous 
nodule on the underside of his right forearm, and 
the joints of his fingers are very flexible. It is 
very common to see multiple dermatological 
anomalies, and the discovery of one alone should 


not preclude full examination of the patient. 

Mycosis Fungoides: Tumor Stage. Presented by Dr. Car- 
ROLL F. Burcoon and (by invitation) Dr, J. S. Harun 
and Dr. R. RESTIFO. 

A Case for Diagnosis: Pulmonary Emphysema. Dupuytren’s 
Contracture, Bilaterally; Left Hemiparesis; Seborrheic 
Keratoses; Secondary Syphilis. Presented by Dr. Ira L. 
SCHAMBERG. 

Sarcoidosis. Presented by Dr. Carrot, F. Burcoon, Dr. 
J. S. Harun (by invitation), and Dr. R. ReEsTIFO. 


SAN FRANCISCO DERMATOLOGICAL SOCIETY 


George T. Lenahan, M.D., President 
Ralph T. Behling, M.D., Secretary 
Herbert L. Joseph, M.D., Editor 


Feb. 21, 1958 


Necrobiosis Lipoidica Diabeticorum with Alo- 
pecia Showing Sarcoid-like Reaction. Pre- 
sented by Cot. RAyMonp M. WitiiamMs (MC), 
U. S. Army. 


A 35-year-old pregnant woman developed lesions 
over the anterior surfaces of both legs two years 
ago. Multiple lesions appeared within three months. 
In March, 1957, a small bald spot was found in 
the scalp, which rapidly enlarged to its present 
size of 4X8 cm. In July, 1957, in the left parietal 
region a second area of alopecia started, which is 
now 3X4 œm. 


There are numerous discrete and confluent, 
slightly depressed, oval-shaped plaques over both 
shins (Fig. 1). These have a smooth surface and 
a translucent, slightly yellowish appearance. In 
the scalp are two large areas of alopecia, one in the 
superior occipital and one in the left parietal 
region (Fig. 2). The scalp in these lesions is thin, 
atrophic, yellowish red, smooth, and covered with 
telangiectatic vessels. 

Of two glucose-tolerance curves, one was flat 
and one showed a slightly lowered renal threshold, 
as occasionally found in pregnancy. A two-hour 
postprandial blood-glucose level was 117 mg. %. 
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Dermatitis Herpetiformis. Presented by Dr. Carrot. F. 
Burcoon, Dr. J. S. Harun (by invitation), and Dr. 
R. RESTIFO. 

Superficial Epitheliomatosis: Purpura—Etiology? Benign 

Pre- 


ES, 


Prostatie Hypertrophy; Chronic Brain Syndrome. 
sented by Dr. CArroLL F. Burcoon and Dr. 
Harun (by invitation). 

Congenital Keratoderma: Palms and Soles, 
by Capt, J. H. Locxwoop (MC) U. S. N. 


Tinea Versicolor; 


Presented 


Secondary Syphilis; Condyloma Lata. 


Presented by Dr. Carrot, F. Burcoon, Dr. J. S. 
Harun (by invitation), and Dr. R. RESTIFO. 
Linear Naevus; Vesicular. Presented by Dr. MARGARET 


GERLACH MAHONEY. 

Lupus Erythematosus: Chronie Discoid Type. Presented 
by Dr. Carrot. F. Burcoon, Dr. J. S. Harun (by 
invitation), and Dr. R. RESTIFO. 

Nodular Vasculitis: Probable Collagen Disease; Question 
ef Relationship to Actual Lupus 
Variant Between Rheumatic Fever-Polyarteritis. 
sented by Dr. Joun P. Scurry, Reading, Pa. 

Pityriasis Lichenoides Chronica of Juliusberg: 
Report—Clearing Progressively Until Four Days Ago. 
Presented by Dr. Joun P. Scurry, Reading, Pa. 

Pityriasis Lichenoides et Varioliformis Acuta: Intercurrent 
Episodes of Pityriasis Rosea and Varicella. Presented 
by Dr. Lours Harre, Pottstown, Pa. and Dr. ARTHUR 
F. Mann (by invitation). 


Erythematosus or 


Pre- 


Interim 


Fig. 1 (Case 1).—Necrobiosis diabeticorum, legs 
(U. S. Army photograph). 
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The total serum protein was 5.5 gm.; albumin, 
2.2 gm.; globulin, 3.3 gm., with a ratio of 1:1.5. 
The first strength PPD was questionable; second 
strength, strongly positive. A chest film is nega- 
tive. Tissue from one of the leg lesions is com- 
patible with necrobiosis, whereas that from the 
scalp shows a sarcoid-like reaction, with asteroid 
bodies (Figs. 3 and 4). 


Discussion 


Dr. Epwarp J. Rincrose: I feel that cigarette 
smoking plays an important part in the develop- 
ment of necrobiosis. This disease is associated 
with arteriosclerosis, and smoking by increasing 
ischemia may enhance the development of the le- 
sions. Perhaps this occurs in other skin disorders 
in which there is vascular involvement, including 
xanthomatosis and perhaps lupus erythematosus. 
The relationship of these diseases to smoking should 
be further studied. 

The patient presented has necrobiosis on the 
legs, but I think it is granulomatosis disciformis 
chronica et progressiva on the scalp. The one 
glucose-tolerance curve suggests a “prediabetic” 
state, and she may develop diabetes mellitus later. 
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Fig. 3.—Sarcoid-like reaction, 
scalp; 200 (U. S. Army 
photograph). 
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Asteroid bodies have been found principally in 
sarcoid but have been reported also in necrobiosis 
lipoidica diabeticorum. 


Dr. J. Perer Marx: I had occasion to see a 
patient with lesions on the legs and body which 
clinically and microscopically were necrobiosis, but 
there were many large foamy histiocytes and 
multinucleated giant cells. A skull film showed 
characteristic cannon-ball defects of Hand-Schuller- 
Christian’s disease. Another patient with this dis- 
ease had scarring alopecia. I suggest skull films 
be made on this patient. 

Dr. EUGENE FARBER: Since none of us know 
the etiology of necrobiosis we must depend on 
theories, and Dr. Ringrose’s concept is a good one. 
The idea is that this is a near-infarct, equivalent 
to the ischemic ulcers of thromboangiitis obliterans 
or diabetic gangrene. Smoking may well be an ag- 
eravating factor in necrobiosis, as in Buerger’s 
disease, but I doubt its role in lupus. 

Cot. RaymMonp M. Wurms (MC) U. S. 
Army: Does this patient have sarcoidosis on the 
scalp and necrobiosis on the legs, or is this all 
the same process? It is my opinion that they are the 
same. There is certainly a different histopathologi- 
cal reaction in the two areas. 
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Fig. 4—Asteroid body in 
giant cell, scalp; X450 (U. S. 
Army photograph). 


A Case for Diagnosis: Lupus Erythematosus? 
Presented by Carr. Victor J. SLOMINSKI 
(MC), A. U. S., and Dr. Masako Miura (by 
invitation ). 

A 24-year-old Puerto Rican man first noted 
a “pimple” on the left cheek, in 1953. He squeezed 
it and the area healed, with a depressed scar. A 
biopsy was performed on a nodule in the lower 
border, in 1954. In October, 1957, he noticed a 
pruritic moth-eaten type occipital alopecia. Two 
months later he erupted with subcutaneous hard 
white papules on the trunk and upper extremities, 
which have remained partially intermittent. The 
lesions are more noticeable when the patient is 
warm, as after a hot shower, and tend to fade when 
he is cool. At present they are regressing on the 
upper arms. Larger nodular lesions in arciform 
configuration around the elbows have flattened in the 
last week. During the past three to four weeks 
there have been swelling and pain in the finger 
joints and pain in the knees, elbows, and ankles. 
There is paronychial erythema at the base of each 
fingernail. ° 


A positive serologic test for syphilis Was found 
in January, 1952, and he received eight injections 
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of penicillin. There was no history of a primary 
lesion. On induction, in May, 1953, the spinal 
fluid was normal, but he was given 4,800,000 units 
of penicillin then, plus ten injections, in 1955, 
after a tonsillectomy. Because of a positive sero- 
logic reaction in March, 1956, a diagnosis of latent 
syphilis was made, and he was given another 
9,000,000 units of penicillin. The spinal fluid was 
again normal in 1956, and the VDRL blood test, 
positive in four dilutions. He was given another 
4,800,000 units of penicillin in August, 1957, for 
otitis media. 

The pertinent results from extensive laboratory 
studies are summarized: Sedimentation rate, up 
to 13 mm. in one hour; VDRL, positive to four 
dilutions; total protein, 6.9 gm., albumin, 3.7 gm., 
globulin, 3.2 gm., ratio, 1.1:1; second strength 
tuberculin (PPD), strongly positive; two L. E. 
preparations, negative. A slide from the biopsy 
specimen from the right elbow contains basophilic 
collagenous degeneration, around which is a mini- 
mal round-cell infiltrate which also surrounds 
some of the appendages. There is a large vessel 
partially occluded by homogeneous eosinophilic ma- 
terial. 

The patient has been taking 0.5 gm. of chlo- 
roquine daily since Jan. 31, 1958. 


Discussion 


Dr. MORTIMER S. FALK: The generalized pruritic 
eruption began shortly after his most recent course 
of penicillin. This suggests an allergic penicillin 
reaction. 

Dr. PauL FasaL: There was no microscopic 
evidence for lupus erythematosus, but it impressed 
me as the picture of urticaria. We do not often 
biopsy urticaria, but when it is done, this is ex- 
actly the microscopic pattern. 

Dr. HERBERT L. JosepH: While he may have a 
persistent urticarial reaction from penicillin, he 
could also have systemic lupus erythematosus. We 
know that patients with systemic lupus frequently 
have false positive serologic tests for syphilis, 
and I am not convinced that this man has or has 
had syphilis. I suggest a Treponema pallidum im- 
mobilization (TPI) or similar test with use of 
treponemal antigen. It might also be of value to 
obtain an isoelectric pattern on the serum and 
determine if the y-globulin fraction is altered. 


Dr. WILLIAM EpsteIN: I think this is a case of 
systemic lupus erythematosus. Gold reported upon 
this very subject (Brit. J. Dermat. 66:429, 1954), 
and similar cases have been seen by other derma- 
tologists in France and England. I had the op- 
portunity to see one of these cases with small 
nodules over the trunk. It is an unusual toxic 
reaction, and the nodules, which are transient, do 
not have the histopathologic picture of lupus but 


show collagen changes. We are fortunate to ob- 
serve one of these rare cases. 

Dr. Wriittarp M. MEININGER: Since the eva- 
nescent course and clinical appearance after ad- 
ministration of penicillin suggest a penicillin 
reaction, why not give him a trial with peni- 
cillinase? 

ADDENDUM: Two positive L. E. tests have been 
found, and the TPI has since been reported as 
nonreactive. 


Lepromatous Hansen’s Disease. Presented by 
Major Eart CLarporNnE (MC), U. S. A. F. 


This 21-year-old Hawaiian airman first discov- 
ered that he had Hansen’s disease in 1949. His 
mother, who is 38 years old, has been in a lepro- 
sarium in Hawaii since 1942. 

The patient was treated with sulfones in the 
same leprosarium for three years, after which he 
was discharged with continuation of treatment. 
One year later, he neglected to contact his physi- 
cian for additional medication and lapsed treat- 
ment. When he entered the Air Force, he was 
relatively clear. Five months ago he noticed a 
red, elevated area on the right buttock and later 
swelling of the right face in which the sense of 
touch was lost. Pea-sized nodules appeared on the 
legs and left forearm one month ago, with loss of 
hair on the lower legs. His left hand has become 
numb, and he has burned himself several times 
without realizing it. 

There are extensive macular lesions of the right 
cheek, with a palpable nodule of the malar emi- 
nence. On the right leg, left arm, right shoulder 
and biceps areas, and right buttock there is a 
macular eruption. Papules and nodules, 0.5 to 8 
mm., are numerous on the extremities. On the 
left nostril there are superficial ulcerations. The 
left ulnar nerve is readily palpable and tender, 
and pressure on it results in paresthesia. The right 
great auricular nerve is -also palpably enlarged. 
There is weakness of the left hand, with atrophy 
of the left first dorsal interossei. Pin-prick an- 
esthesia is present on the left hand and forearm 
but not on the thumb, and hypalgesia, on both 
calves. 

Scrapings from the nasal ulcerations contain 
many acid-fast bacilli. The patient just arrived 
in this area, and a biopsy performed only a few 
days ago, from which the slides were made, shows 
the picture of lepromatous leprosy, with many 
acid-fast bacilli. 


Discussion 


Dr. PauL Fasat: Clinically and histologically 
this is typical lepromatous leprosy and presents 
many fascinating problems. The patient needs 
treatment and should have some reasonable form 
of isolation. He should not remain in the service. 
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He could be treated as an outpatient, provided 
there is no contact with small children. This must 
be insisted upon. In California we are treating an 
increasing number of outpatients. with lepromatous 
leprosy, and generally they cooperate well. Un- 
fortunately, one of these patients recently failed 
to keep his promise and visited his home and 
small children, and we had to send him to Carville, 
La 

There is no time limit in the treatment of 
lepromatous leprosy. The disease may need to be 
treated for the lifetime of the patient. They should 
not be discharged routinely after three years. As 
yet we do not have adequate drugs for lep- 
romatous leprosy. Tuberculoid leprosy is different. 
The prognosis in this case is not bad, provided he 
continues regular and uninterrupted treatment. 
This must be prolonged. Contacts must be closely 
supervised, but prophylactic treatment of contacts 
is not advisable. 


Lichen Sclerosus et Atrophicus. Presented by 
Dr. WILLIAM M. GEORGE. 


This 62-year-old man was presented before the 
society on Feb. 8, 1957, with an extensive thick- 
walled bulla over the right flank. Various medica- 
tions, including prednisolone by mouth, effected 
only temporary improvement. Adopting Dr. Rolf 
Miller’s suggestion for therapy (Lichen Sclerosus 
et Atrophicus, A. M. A. ArcH. DERMAT. 76:43 
[July] 1957), the bullous lesion was removed in 
August, 1957, by dermabrasion with the 
rotating wire-brush technique. The 10X20 cm. 
area healed slowly and after six months shows 
mottled erythema and slight scaling and atrophy. 
A biopsy, performed on Feb. 10, 1958, reveals no 
recognizable lichen sclerosus et atrophicus. 

A second feature of importance in this patient 
is the development of carcinoma. in situ in an area 
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A Case for Diagnosis: Weber-Christian Disease? 
Presented by Dr. S. WiLtLIamĪm Levy and DR. 
Joun WHEELEsS (by invitation). 


A 35-year-old woman first noted a small sub- 
cutaneous nodule on the left upper arm about one 
and one-half years ago. The nodule became larger, 
firm, tender, raised, and covered by slightly 
erythematous skin. Many similar lesions have since 
occurred on the extremities, abdomen, and buttocks. 
The lesions vary from 2 to 6 cm. in size. Some 
of the nodules rupture and exude a thick, yellow, 
oily substance and heal with a scar. Others 
absorb without scarring. Each nodule lasts from 
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of lichen sclerosus et atrophicus over the glans 
penis, sulcus, and foreskin. The degenerated area, 
measuring 1.7X1.2 cm., was surgically excised; 
circumcision was performed, and later a 1X1 cm. 
slow-healing area over the corona and sulcus was 
curetted and desiccated. Healing was uneventful 
and complete. The excised tissue shows lichen 
sclerosus et atrophicus, with areas of carcinoma in 
situ. 


Discussion 


Dr. Epwarp J. RrncrosE: There has been con- 
siderable argument about whether lichen sclerosus 
et atrophicus on the penis (balanitis xerotica ob- 
literans) becomes malignant. There is no doubt 
in this case that squamous cell carcinoma in situ 
has developed from this disease, particularly when 
the sections are examined. 


Dr. WuLraĪm E. Georce: The urologist was 
determined to do a partial amputation on this man, 
and I was determined not to let him do it. I feel 
that carcinoma in situ in this location is curable 
by curettage and electrodesiccation. The patient 


is happy with the result. 

Extensive Epithelial Nevus. Presented by DR. 
SALIN. 

Pigmented Nevus on the Nipple. Presented by Capt. D. G. 
Moyer (MC), A. U. S. (by invitation). 

Perifolliculitis Capitis Abscedens et Suffodiens, Presented 
by Capt. Donatp G. Moyer (MC), A. U. S. (by in- 
vitation). 

Lentigo Maligna. 

Pemphigus Erythematoides. 
M. GEORGE. 

A Case for Diagnosis: Papular Urticaria? Presented by 
Dr. Manuet F. ALLENDE and Dr. THURID LININGER 
(by invitation). 

A Case for Diagnosis: Linear Psoriasis? 
Dr. Epwarp J. RINGROSE. 

Pseudoxanthoma Elasticum. Presented by Dr. EuGENE M. 
FARBER and Dr. Ropericxk D. Sace (by invitation). 


RoLrfEeE W. 


Presented by Dr. Rorre W. SALIN. 
Presented by Dr. WILLIAM 


Presented by 


a few days to several weeks. A moderate fever 
accompanies the development of new lesions. Some 
appear in sites after minimal trauma. 

Treatment with oral corticosteroids and with 
novobiocin (Cathomycin) was without effect. 

Extensive laboratory studies, including blood 
chemistry and cultures of the material from the 
nodules, are negative. Two biopsy specimens are 
presented but show little pathologic change. 


- Discussion : 


Dr. Greorce T. Witson: About a year ago, I 
presented an 8-year-old boy with this condition. 
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Cortisone, 75-100 mg. per day, was prescribed for 
him, and the dose was gradually reduced. The 
lesions decreased in severity and number after 
four to six weeks. He had no further trouble until 
today, when he is seen with a single lesion. There 
are reports of patients with this condition who have 
been followed for extended periods, and apparently 
in most cases it disappears spontaneously after four 
to five years. It usually occurs in the younger 
patients. 

Dr. S. WiitttAm Levy: The panniculitides com- 
prise a rare and interesting group of diseases in 
which the cause is obscure. We are forced to make 
the diagnosis of this case on clinical findings alone, 
as the biopsy specimen does not show any changes 
in the fat. When a punch biopsy is done, only 
the liquid fat is obtained under normal skin. I shall 
try to remove a lesion in toto. 


Weber-Christian disease is not entirely innocuous. 
Some 14 deaths have been described in this con- 
dition, from staphylococcie septicemia, uremia, and, 
in one instance, a liver disorder. It occurs three 
times as often in females as in males, and more 
in the 30’s or 40’s. The condition has been ex- 
plained as an allergy which manifests itself in the 
blood vessels or fat, but the explanations do not 
seem satisfactory. I do not feel that steroids are 
going to be the answer in this particular case. 
The cases reported in the literature that have been 
treated with steroids have relapsed when the drug 
has been discontinued. 


A Case for Diagnosis: Epidermodysplasia Ver- 
ruciformis with Gingival Lesions? Presented 
by Dr. HERBERT L. JOSEPH. 


Since 1945, a female clerk, aged 40, has had 
small verrucous papules on the gums. Similar 
lesions appeared on the face about three years later. 

She had a thyroidectomy in 1952. Both parents 
had the same surname, a common name in Italy, 
but consanguinity is denied. The mother is dia- 
betic. 


In 1948, an oral surgeon removed some of the 
warty tissue from the gingiva. A general pathol- 
ogist reported this as squamous-cell carcinoma, and 
a hospital tumor board agreed with this diagnosis. 
The patient was very disturbed when told she had 
a malignancy but refused surgery. The slide was 
subsequently reviewed by several other pathologists, 
who disagreed and described the tissue as benign 
epithelial hyperplasia. 

Some of the larger verrucae on the face have 
been removed by other physicians by electrodesicca- 
tion. Several have since been treated with liquid 
nitrogen. Oral bismuth was stopped when the gums 
became tender and bled easily. A topical keratolytic 
is now being used on the facial lesions. 


Numerous small skin-colored papules are seen 
on the nose, nasolabial folds, lips, and chin. They 


are pinhead size and smaller. (Several, up to 1.0 
mm., have been removed.) Similar lesions, with a 
yellowish-pink color, stud the gingivae, mostly on 
the outer surfaces. There are more on the upper 
gingiva, but many are present on the lower. 

A slide is presented from a lesion removed from 
the chin as well as from the original one from the 
gingiva. 


Discussion 


Dr. Epwarp J. Rincrose: I do not believe this 
patient has epidermodysplasia verruciformis, but I 
am not certain what it is. I have a case with similar 
skin lesions but without oral lesions. The facial 
lesions look like molluscum contagiosum. In the 
sections 1t appears as though a peg of epidermis is 
driven down into the skin three or four times the 
depth of the normal epidermis. Dr. Hamilton 
Montgomery saw my patient and the slides. He was 
of the opinion that it was some sort of nevoid 
disturbance. Dr. Herman Pinkus, after examining 
the sections, suggested the possibility of a poroma. 

Dr. ARNE E. INGELS: How would you explain 
the mouth lesions? 

Dr. Herpert L. Josep: I agree that this is 
a nevoid ectodermal defect of some kind, perhaps 
a variant of epidermodysplasia verruciformis. The 
lesions on the face vary in appearance from that 
of flat to that of filiform warts. The possibility 
of consanguinity points up the hereditary factor. 
Consanguinity occurs in epidermodysplasia ver- 
ruciformis. This disease has been reported on the 
lip and urethra. The gingival lesions are most un- 
usual, and I have never seen anything remotely 
resembling them. Pseudoepitheliomatous hyper- 
plasia in the original tissue from the gingiva 
prompted the general pathologists to label this as 
squamous-cell carcinoma. Perhaps if a derma- 
tologist had been on the tumor board, the anxiety 
and distress of this woman would have been 
avoided. 


Localized Scleroderma of the Breast Resembling 
Carcinoma. Presented by Dr. Kemp H. Dowpy. 


A 33-year-old white woman was seen initially 
in January, 1953, with a firm, thickened area of 
skin over the lateral portion of the right breast. 
as a small indurated papule. She complained of pain 
and tenderness. A biopsy, in 1953, was inconclusive. 
The lesion has progressed slowly, with increased 
This had started approximately one year previously 
thickening and pain on movement of the right arm. 


Recent biopsy specimens are characteristic of 
scleroderma. 


Discussion 


Dr. Eucene M. Farser: I believe this patient 
has circumscribed scleroderma or morphea. 

Dr. ARNE E. InGtEs: I should like to suggest that 
this might be a xanthoma. 
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Dr. Kemp H. Dowpy: This is definitely sclero- 
derma and presents a problem to the patient. All 
of the recent biopsy specimens show the histological 
picture of scleroderma. 

The first impression on examination of this 
patient is, of course, en cuirasse carcinoma of 
the breast. She has been seen by tumor boards. and 
has been very distressed because of this possibility. 

The area has progressed considerably during the 
last year and a half. She has gained weight, and 
the breasts have become rather pendulous, causing 
pain when she raises her arm. The pain has in- 
creased so that she has considered having the breast 
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amputated for relief. When she loses about 20 Ib. 
of weight the pain is less. She has been given 
hyaluronidase by iontophoresis and local injec- 
tions of hydrocortisone, none of which has done any 
good. 

Dr. GRANT Morrow: I have heard of the use 
of relaxin in this disease. Apparently it is neces- 
sary to give it with estrogen. It is of doubtful 
value. 


Lepromatous Hansen's Disease. Presented by Dr. M. WEIN- 
REB (by invitation) and Dr. PauL Fasat. 

A Case for Diagnosis: Sarcoid? Tuberculid? Presented by 
Dr. GEORGE T. LENAHAN. 


The New, Newer, and Newest 


The practice that many specialty societies have of holding their meetings at the time of the 
annual American Medical Association convention, in or near the convention city, has created 
an undesirable and serious situation. Some groups meet a day or two before the A. M. A. 
convenes; the specialty sections of the A. M. A. are held on the last three days of the con- 
vention. For various reasons, many dermatologists are unable to attend both meetings, and 
because the specialty groups meet on the weekend they cut deeply into the attendance of the 
A. M. A. sections. The practice is parasitic, unwise, and ungrateful, for the A. M. A. is the 
parent organization that set the pattern for all medical societies. Certaintly, without an A. M. A., 
these specialty organizations would not exist, and if the meetings of the specialty sections of 
the A. M. A. are not well attended, they will inevitably be discontinued. Our own Society 
of Investigative Dermatology is one of the guilty ones. Some months ago there was the 
hopeful rumor that representatives of the two societies were in conferences designed to 
remedy the situation. I understand now that the efforts have failed, even though the A. M. A. 
was willing to set aside its long-established restrictions against combined meetings. It is 
unfortunate, because we are a relatively small group as specialists go, though widely dis- 
tributed, and it would be to the advantage of all of us to get together frequently. Cer- 
tainly the excellence of the S. I. D. meetings would continue to attract a full and interested 
attendance, and, coupled with the A. M. A. sessions, the two programs could be coordinated 
and developed so as to stimulate every dermatologist, whatever his interest, and each society 
would retain its independence and identity. Attendance at such a convention would be a 
rewarding five-day experience. 


In 1957, there were 220,000 signed medical articles published in 4,000 medical journals, 
more than 1,000 of them in North America. 


The New York Academy of Sciences held a conference on hair growth and hair regenera- 
tion in January, Irwin I. Lubowe was the Conference Chairman, William Montagna, the 
Session Chairman. Among dermatologist-participants were Richard Winkelmann, Norman 
Orentreich, Eugene Van Scott, and Albert Kligman. Other speakers were from the fields of 
anatomy, biology, biochemistry, zoology, and wool textile research. Unfortunately, the notice 
of the meeting was received too late to be of benefit to some of our readers who might 
have attended. In plenty of time, however, comes the notice that: 


The 13th International Congress on Occupational Health will be held in New York City, 
July 25, 1960. Anyone interested in participating should communicate with Dr. Irving R. 
Tabershaw, 375 Park Ave., New York. Since skin diseases make up such a large proportion 
of compensable diseases, there should be dermatologists interested in participating. 

The Noah Worcester Society, which was launched last year, is apparently in orbit. A 
second meeting, to be held in Hollywood, Fla., April 7, under the guidance of Alfred Weiner, 
President, Dan Kindel, Vice-President, and Jerry Lavender, Secretary, will be addressed by 
Dan Ritchfield, Ashton Welsh, Jerry Lavender, Alfred Wiener, William Slinger, Robert 
Pittelkow, Lawrence Goldberg, Adolph Loveman, Coleman Mopper, Louis Safer, Leonard 
Markson, and Arthur Kern. A wide variety of subjects will be discussed, including the 
colorful one of “vulvitides,” and a “cordial” invitation has been extended to all dermatologists. 


Marion Sulzberger delivered the Lloyd W. Ketron Lecture Feb. 19, at The Johns Hopkins 


Hospital, Baltimore, on the subject, “Some New Findings Concerning the Biology of the 
Skin Surface.” 


Young In Heart—Arthur W. Stillians celebrated his 87th birthday, Dec. 24, 1958. A 
birthday party, complete with cake and candles, at which Sam Zakon delivered the birthday 
eulogy, was held at Olivet Presbyterian Church of Chicago. Dr. Stillians is in active practice, 
attends local medical meetings regularly, conducts an active service at a charity hospital, 
is to be seen at the library frequently, still lectures occasionally, and smiles constantly. 


Less happy note—Poor Brigitte Bardot, the body beautiful, broods about her acne. 
HR 
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Abstracts from Current Literature 


PLEUROPNEUMONIA-LIKE MICROORGANISMS ON SKIN IN VARIOUS DERMATOSES. N. MELCZER 
and P. VÁSÁRHELYI, Arch. klin. u. exper. Dermat. 207 :431-444, 1958. 


In 200 patients with various dermatoses, skin scrapings, pus, lymph, and blister content were 
inoculated on protein-rich media. Bacteria belonging to the group of pleuropneumonia-like 
micro-organisms (PPLO) were found in 45% of the cases. It appeared that in 6% bacterial 
L-forms grew, but most probably they represented PPLO. In one case of balanitis out of 
24 cases examined anaerobic G-strains as described by Ruiter and Wentholt could be cul- 
tivated. Formations resembling elementary bodies as found by Melczer in gangrenous changes 
of the skin and mucous membrane do not represent PPLO. PPLO occurring on the skin are 
most probably saprophytes without pathogenetic importance. 

HOLLANDER, Springfield, Mass. 


IMPORTANCE OF REDOX POTENTIAL FOR PHYSIOLOGY AND PATHOLOGY OF SKIN. H. LANGHOF, 
Arch. klin. u. exper. Dermat. 207 :445-458, 1958. 


The importance of the redox potential in the management of psoriasis, chronic arsenical 
poisoning, chloracne, and melanodermatitis toxica (Hoffmann) is discussed. 
HOLLANDER, Springfield, Mass. 


Histro- AND BIOCHEMISTRY OF EPIDERMAL INTERCELLULAR SPACE IN NORMAL AND PATHOLOGIC 
Conpitions. O. Braun-Fatco and G. Weser, Arch. klin. u. exper. Dermat, 207 :459-471, 
1958. 


Histochemical and biochemical studies were made on three specimens of normal skin, 
pemphigus with subepidermal blister formation, and epidermoid skin carcinoma. Hale-PAS- 
reactive material was found in the intercellular space of normal and pathologic epidermis. It is 
absent or present in minimal quantity between the cells of the basal-cell layer. This material 
probably represents an acid mucopolysaccharid originating from epithelium. 

HOLLANDER, Springfield, Mass. 


HISTOLOGIC AND BACTERIAL CHANGES IN LEPROMATOUS LEPROSY AFTER THERAPY WITH 
DIAMINO-DIPpHENIL-SuLFoN, Sr. G. Nicorau and P. Vutcan, Arch. klin. u. exper. 
Dermat. 207 :-486-498, 1958. 


This is an account of examination of 120 patients with lepromatous leprosy. Distinct 
changes of lepra cells are found in the beginning of the second year of treatment. Resorption 
of the lepromatous infiltrate starts in the subcutis. Resorption of lepromatous tissue 1s 
usually complete after treatment of two and one-half to three years or longer of duration. 
Lepromatous changes of lymph nodes are slower than those of the skin. Already in the first 
months of treatment Hansen’s bacilli diminish in numbers and change into a granular form. 
Finally they dissolve into a mass of fine fuchsinophil or cyanophil granulations. The authors 
could not determine if the final changes of the bacilli still represent live and reversible or 
definite degenerative forms. Hansen’s bacilli in lymph nodes are more resistant to treatment 
than those in the skin. In four patients granular forms of bacilli were found after four and 
one-half years of therapy. The sterilization of the lymph nodes is the most important test of 
cure. There is discussion of periodic supervision of patients after discharge from the 
leprosarium., 

HoLLANDER, Springfield, Mass. 
SySTEMATIZED CIRCUMSCRIBED SCLERODERMA, REPRESENTING PREDOMINANTLY CERVICO- THORACIC 
QUADRANT SyNnproMe. G. W. KortinG and H. E. Korte, Arch. klin. u. exper. Dermat. 

207 :499-507, 1958. 

A 63-year-old farmer showed circumscribed scleroderma, predominantly of the right 
shoulder and right arm, and atrophy of the left side of the face. The distribution of the 
sclerodermatous changes is compatible with the cervicothoracic quadrant syndrome. X-ray 
examination revealed extensive osteochondritis of the cervical spine. Perivasal sympathetic 
influences and spinal directional impulses are considered pathogenetically. : 

HOLLANDER, Springfield, Mass. 
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RARE ForM oF POIKILODERMA: Lupus EryYTHEMATOSUS-LIKE SKIN CHANGES IN DWARFISM. 
G. W. Kortinc and W. Anam, Arch. klin. u. exper. Dermat. 207 :508-520, 1958. 


In a 37-year-old male dwarf, erythema, telangiectasia, and follicular hyperkeratosis of the 
nose, zygomatic regions of the face, and ears; erythrocyanosis and atrophy of the distal part 
of the forearms and the dorsa of the hands; systematized nevus flammeus of the right gluteal 
region and the flexor aspect of the right thigh and leg, and lichen pilaris of the lateral 
aspect of the extremities were observed. Histologic findings: follicular hyperkeratosis, lacunar 
telangiectasia without surrounding cellular infiltrates, colloidal degeneration of connective 
tissue, elastica degeneration, and abundant perivascular pigmentation in the upper cutis (PAS- 
positive lipopigment). Further study of lipopigment in primary poikiloderma is necessary in 
order to determine if qualitative differences could be important in various types of poikiloderma. 

HOLLANDER, Springfield, Mass. 


HYPERERGIC PANVASCULITIS OCCURRING AS MULTIPLE SYMMETRICAL GANGRENE OF SKIN AND 
Bone. A. Marras, Arch. klin. u. exper. Dermat. 207 :521-540, 1958. 


A boy suffered from his fifth to seventh year of life (after extractions of abscessed teeth) 
from fever, erythema multiforme-like eruptions, swellings of joints, and purpura. Finally, 
symmetrical gangrene of various areas of the body with mummifications and mutilation 
of all fingers developed. Porphyrin was positive in the urine. Examination of the mutilated 
phalangeal bones with the fluorescence microscope revealed porphyrin as distinct illumination 
of pink-red to blue-red color. Death was due to diffuse purulent peritonitis with necroses 
of the gastrointestinal tract. Histologic examination of the submucosa of the intestines, 
mesenteric lymph glands, liver, spleen, myocardium, thyroid, adrenals, and skin showed 
hyperergic arterial changes, with fibrinoid necrosis of the media and inflammatory reaction 
of the adventitia. Hyperergic panvasculitis on an infectious-toxic basis is assumed as 
pathogenic hypothesis. 

HOLLANDER, Springfield, Mass. 
MicrosioLocicaL Lireracy. R. E. BucHANAN, Bact. Rev. 22:204-215 (Sept.) 1958. 


In a critical, scholarly fashion the author emphasizes the difficulties many writers have 
with scientific terms derived from Latin and Greek. He gives many examples of problems 
with pleurals and particularly taxonomy of various organisms. After 11 pages of helpful but 
nonetheless pointed criticism, he hurls his final barb under the heading “References”: “None 
is cited. Each reader is referred to his own lectures and publications for examples.” 

BLANK, Miami, Fla. 
Rupper AND EczemMa—I. Communication. E. ScHutrHetss, Berufsdermatosen 6:49-70 
(April) 1958. 

A bibliography and review of eczema due to contact with rubber and materials used in the 
rubber industry is presented. 

BuLey, Champaign, Ill. 
CAUSES OF OCCUPATIONAL DeRMATOSES IN 2,741 Cases. J. V. KLAupER, Berufsdermatosen 

6:78:87 (April) 1958. 

The author surveys the causes that led to occupational dermatoses in 2,741 cases. Primary 
irritants represent the largest group (27.8%), followed by accidents or injuries (22.1%), 
allergens (15.9%), wet nature of work (15.2%), detergents (9.8%), mineral oil products 
and other substances (7.0%), and physical or biological toxic agents (2.2%). 

Burey, Champaign, III. 
THE INFLUENCE oF CoaL on PyococcaL INFECTIONS IN GUINEA Pics. H. Mrerzeck! and 

A. GLAJCAR, Berufsdermatosen 6:87-93 (April) 1958. 

Coal powder of various brands and pyogenic cocci suspended in isotonic saline solution 
were injected subcutaneously into the dorsal skin of guinea pigs. Large infiltrates and ulcers 
resulted. Control tests with separate suspensions of coal dust and bacteria produced similar 
reactions. The authors conclude that coal dust did not stimulate the infection and that certain 
coals even had an inhibitory effect on the bacteria. 

Bu Ley, Champaign, III. 
A Test SERIES OF SKIN ProrectivE OrnrMENts. E. Hecyr, Berufsdermatosen 6:111-124 
(June) 1958. 


Single random methods for testing the effect of protective ointments are inadequate. The 
author describes a series of model tests which assay the physical, chemical, and biological 


165/375 


A. M. A. ARCHIVES OF DERMATOLOGY 


qualities of the ointments. Summarily, these tests render a more realistic picture of the value 
of the product examined. 
BuLey, Champaign, Ill. 


THE INCIDENCE OF EPIDERMOPHYTIA INGUINALIS AMONG THE MINERS OF LOWER SILESIA: 
THE INFLUENCE OF VARIOUS TYPES OF COAL ON THE GROWTH OF THE KAUFMANN-WOLF 
Funcus. H. Mrerzeckt and Z. WaticHurewicz, Berufsdermatosen 6:124-130 (June) 
1958. i 


The morbidity rate of epidermophytosis among miners under ground is 21.3%, and above 
ground, 17.56%. The authors explain the approximately equal rate of infection by the fact 
that both groups of workers use the same washrooms. The incidence of infections increases, 
however, with the higher humidity in the galleries, while the wearing of rubber boots seems to 
be of no etiological significance. Coal dust added to the media showed neither an inhibiting 
nor a stimulating effect on the cultural growth of the fungus. 

BuLey, Champaign, III. 


TETRAMETHYL-T HIORAMDISULFID, A DERIVATIVE OF THIOUREATE AS A CAUSE OF ECZEMA 
AMONG LONGSHOREMEN. K. H. Scuutz and W. P. HERRMANN, Berufsdermatosen 6 :130-136 
(June) 1958. 


Five longshoremen, employed in unloading bananas, developed acute contact dermatitis. 
Patch testing revealed that these men were sensitive to the preservative, Tetramethyl- 
thioramdisulfid, with which the banana bunches were sprayed. 

Burey, Champaign, Ill. 


WeEBER-CHRISTIAN DISEASE WITH VISCERAL INVOLVEMENT. S. ORAM and G. COCHRANE, 
Brit. M. J. 2:281 (August 2) 1958. 


A case is described of Weber-Christian disease in which there were systemic changes in 
addition to subcutaneous nodules. Fever with hepatomegaly and anemia developed 11 weeks 
before the development of typical skin lesions. During that early period, it was not possible to 
make a diagnosis. Liver specimens showed fatty degeneration. The patient recovered and has 
remained well. The authors review other cases in which there were systemic changes. These 
occurred primarily in the liver, spleen, and bone marrow. They suggest that the syndrome is a 
hypersensitivity response occurring in the reticuloendothelial system, with its primary mani- 
festations in the skin. 

Norins, Chicago 


RHEUMATIC MANIFESTATIONS OF SYSTEMIC Lupus ERYTHEMATOSIS (SLE). M. SILVER, 
S. Berkowitz, and O. STEINBROCKER, Bull. Hosp. Joint Dis. 18:140 (Oct.) 1957. 


Analysis is made of patients giving a positive L. E. reaction in order to correlate this 
finding with the clinical manifestations of the disease. Of 211 patients in an arthritis clinic, 
15 had positive L. E. preparations and 12 had clinical evidence of systemic L. E. There fre- 
quently is a discrepancy between the severity of rheumatic symptoms and the objective signs 
in SLE. Many of the abnormal laboratory findings in SLE are accounted for by the alteration 
in plasma proteins in SLE. Some of the reactions of the L. E. preparations may have been 
false-positives. 

Levin, Delavan, Wis. 


HEMANGIOPERICYTOMA OF THE PALM. M. SPINNER, Bull. Hosp. Joint Dis. 18:140 (Oct.) 1957. 


A tumor mass in the palm, 2X2 cm., which had been enlarging for a year, was excised. 
Microscopic examination revealed a hemangiopericytoma, apparently arising near the bifurca- 
tion of a digital blood vessel. Grossly, the tumors are glistening, yellow-white, and firm, 
and microscopically, they reveal the typical pericyte of Stout and Murray. This tumor is 
distinguished from the glomus tumor by difference of color and lack of pain. There is an 
over-all rate of 12%: malignancy in the hemangiopericytoma. 

Levin, Delavan, Wis. 


SUDDEN GRAYING OF THE HAIR AND PsycHic TRAUMA IN ALOPECIA AREATA. G. KLINGMULLER, 

Dermatologica 117 :84-92 ( Aug.) 1958. 

Without any preceding psychic trauma, a man of 62 with mixed dark and gray hair 
showed an almost complete head of gray hair within three days. Superficial examinatién 
would have led to the conclusion that this was a case of sudden graying of the hair, as 
reported many times by others. Further study showed that the case was one of alopecia 
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areata. The loss of black hair was followed shortly by the loss of gray hair. Regrowth 
of the hair followed the usual pattern of gray hair in the formerly alopecic areas. The author 
discusses the problems involved in the question of sudden graying of the hair. His observation 
provides a natural explanation, in fact that a very acutely occurring alopecia areata causes the 
pigmented hairs to fall out very rapidly, while the white hairs remain longer and thus give the 
appearance of the hair becoming white. 


MonasH, Miami. Fla. 
SERUM PROTEINS IN SCLERODERMA. Z. SrAva, Dermatologica 117 :147-153 (Sept.) 1958. 


Electrophoretic study of serum proteins in patients with diffuse and others with circum- 
scribed scleroderma shows a rise in the y-globulin fraction at the expense of the albumins. 
This increase roughly parallels the progression of the disease. 

MonasH, Miami, Fla. 


THE EFFECT OF INFECTION WITH THE CALMETTE-GUERIN BACILLUS ON DINITROCHLORBENZOL 


Contact ECZEMA IN THE GUINEA Pic. J. R. Frey and P. WENK, Dermatologica 117 :154- 
164 (Sept.) 1958. 


Sensitization of guinea pig skin to dinitrochlorbenzene is potentiated by simultaneous intra- 
cutaneous inoculation of BCG vaccine if both antigens are given simultaneously and in the 
same skin area, so that they reach the same group of regional lymph nodes. If the antigens 
are applied to separate skin areas, so that each reaches a different lymph node group, potentia- 
tion is absent or minimal. 


MonasH, Miami, Fla. 


INVENOL IN THE THERAPY OF PSORIASIS: PRELIMINARY Report. E. NEUMANN, Dermatologica 
117:172-178 (Sept.) 1958. 


Invenol, an oral sulfonamide (chemical name not given) antidiabetic drug, when given 
in a dose of two to three tablets daily for two months, produced marked improvement in 16 
of 19 patients. However, in only two patients did the lesions disappear completely. Recurrences 
occurred in most cases but improved again with repeated therapy. A few patients showed 
some side-effects, such as leukopenia. Evidently, considerable care must be used in the treat- 
ment with this type of drug in a disease like psoriasis, which is prone to recurrence. 

MonasH, Miami, Fla. 


Beucer’s Disease. E. ScHuLze, German M. Month. 3:125 (April) 1958. 


Recent research into the neural manifestations of Behcet’s syndrome, recurrent oral and 
genital ulceration associated with iridocyclitis, has revealed a virus etiology of the disease. 
Material from the enucleated eyes of two patients was injected intracerebrally into mice and 
into the vitreous of rabbits. The mice developed encephalitis and the rabbits chorioretinitis and 
hypopyon. This same virus material gave strongly positive complement-fixation and neutraliza- 
tion reactions with the sera of patients with Behcet’s syndrome but not with normal sera. The 
use of the term Behcet’s disease rather than Behcet’s syndrome is now justified. 

Levin, Delavan, Wis. 


CUTANEOUS CANCER OF EAR AND Nose AS A DISEASE OF OCCUPATION AND CIVILIZED LIFE. 
W. Kinpbier, Hautarzt 9:195-197 (May) 1958. 


This is a report of six cases of cutaneous carcinoma of the ear and nose in which an 
occupational injury or persistent irritation of eyeglasses was incriminated as being possible 
causative. 

Burey, Champaign, III. 
Liver DAMAGE Due to Isonicotinic ACID-HYDRAZID IN THE TREATMENT OF CUTANEOUS 

TUBERCULOSIS. P. Zierz and O. H. Paerzoip, Hautarzt 9:209-215 (May) 1958. 

Among 120 patients treated with INH, transient insignificant side-effects were observed 
in 18.3% of the cases. An interruption of the treatment became necessary in only 3% of 
the cases. 

Disturbed liver function, found in 55% of the patients, reverted to normal under treatment 
with INH. In 10% of the treated cases, a disturbed liver function could be directly attributed 
to the drug. 

To prevent serious liver damage, a close surveillance of the liver function, combined with 
prophylactic treatment with glucose and lipotropic substances, is recommended. 

Burey, Champaign, III. 
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EXPERIMENTAL AND CLINICAL EVALUATION OF THE MODE OF ACTION OF ATEBRIN AND RESOCHIN 
IN CHRONIC ERYTHEMATOSUS. A, WISKEMANN and H. Koc, Hautarzt 9 :215-218 (May) 
1958. 


The authors have demonstrated experimentally an anti-inflammatory effect of Atebrin and 
Resochin administered internally. At the same time, they have determined the ultraviolet 
absorption curves of these chemicals, and by means of clinical studies have shown that they 
do not exert their therapeutic effect by means of any light-blocking properties. 

Burzy, Champaign, IIL 


THE PATHOGENICITY OF Micrococct Founn oN THE SKIN. J. Mreyer-Rown, Hautarzt 9:218- 
220 (May) 1958. 
In determining the pathogenic character of micrococci, the positive plasma-agglutination test 
and the demonstration of hyaluronidase, phosphatase, and fibrinolysin are valuable criteria. 
Burey, Champaign, III. 


THE PLASMOCYTOMA AND Its CUTANEOUS PATHOLOGY. A. LEINBROCK, Hautarzt 9:249-259 
(June) 1958. 

The internal symptomatology of plasmocytoma is presented in monographic form, and the 
specific and nonspecific cutaneous changes which may accompany the disease are discussed. 
Special consideration is given to the disturbance of blood coagulation. and its pathogenesis. 
The findings in the author’s own case of plasmocytoma are reported. 

BuLey, Champaign, III. 


LYMPHADENOSIS BENIGNA Cutis AS A TRANSFERABLE INFECTIOUS DISEASE: ITI. COMMUNI- 

CATION. J. M. Pascuoup, Hautarzt 9:263-269 (June) 1958. 

In continuation of previous reports, two additional observations substantiate the concept 
that lymphadenosis benigna cutis may occur (1) in the form of a solitary tumor-like infiltrate 
and (2) as an experimentally produced superficial nodule located in an area of erythema 
migrans. The histological changes in the skin and the regional lymph nodes are discussed 
in detail. 

BuLEY, Champaign, Ill. 


DISSEMINATED ERUPTIVE COLLAGENOSIS ASSOCIATED WITH METACHROMASIA. J. GAY PRIETO, 
P. RoprioueEz Pérez, and M. Atvarez Cascos, Hautarzt 9 :300-304 (July) 1958. 

A case of collagen disease with a disseminated eruption of small nodules with multiple 
metachromatic foci in the cutis is reported. An increase of y-globulin in the serum and histo- 
pathological changes in the renal glomeruli are concomitant findings in this case. 

Burey, Champaign, Ill. 


ARE HYPERKERATOSIS FOLLICULARIS IN CUTEM PENETRANS AND ELASTOMA INTRAPAPILLARE 
PERFORANS VERRUCIFORME IDENTICAL Diseases? Z. ZAMBAL, Hautarzt 9:304-311 (July) 
1958. 


Clinical and histological observations of a case lead the author to the conclusion that the 
entities described under the names of (1) hyperkeratosis follicularis et parafollicularis in 
cutem penetrans, (2) elastoma intrapapillare perforans verruciforme, and (3) keratosis fol- 
licularis serpiginosa are identical dermatoses, occurring in patients with cutis hyperelastica. 

Burey, Champaign, Ill. 


LYMPHADENOSIS BENIGNA CUTIS AS A TRANSFERABLE INFECTIOUS DISEASE: IV. COMMUNI- 

cation. J. M. Pascnoup, Hautarzt 9:311-315 (July) 1958. 

In summarizing his previously published observations, the author concludes that lymphad- 
enosis benigna cutis and erythema chronicum migrans are variations of the same infectious 
disease. The infectious agent is probably a virus which seems to be sensitive to penicillin. 

Burey, Champaign, Ill. 
THE Errect oF Mono- AND DISACCHARIDES ON THE QO2-CONSUMPTION OF MICROSPORUM 

GypseuM. G. PoLEMANN, Hautarzt 9:318-320 (July) 1958. 

The oxygen consumption of microsporum gypseum in liquid media containing various 
mono- and disaccharides is studied in the Warburg apparatus. The results are reported and 
illustrated by graphic charts. ; 

Burey, Champaign, Ill. 
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BALNEOTHERAPY AS A PART OF DERMATOLOGICAL THERAPY. K. HEKELE and O. LOFFERER, 
Hautarzt 9 :320-322 (July) 1958. 


Four case histories illustrate the value of balneotherapy in the treatment of decubital 
ulcers, pemphigus, psoriatic erythroderma, and extensive eczemas. 
BuLEY, Champaign, Ill. 


CORTISONE IN THE TREATMENT OF REACTIONAL CONDITIONS IN TUBERCULOID LEPROSY. R. A. 
Lewis, K. Kyr Kyi, and R. Epwarps, Internat. J. Leprosy 25:213 (July-Sept.) 1957. 


It has been suggested that corticotropin (ACTH) and cortisone be used in leprosy only in 
cases of drug sensitivity and for complications of the eve. In the reactional state of 
tuberculoid leprosy, cortisone and DDS ( diaminodiphenyl sulfone) were used in about a 
dozen cases. In all but one, edema and erythema were controlled after 12 weeks of treatment 
and 4 gm. of cortisone. No exacerbation of neuritis and no untoward symptoms developed 
while patients were on this therapy, but the relatively high cost is emphasized. 

Levin, Delavan, Wis. 


STUDIES ON ENZYMES IN THE SKIN: THEIR USE AS A RESEARCH Toot. R. D. GRIESEMER, 
J. Soc. Cosmetic Chemists 9:148-158 (May) 1958. 


A short review of enzymology is presented, with specific reference to experimental assay 
of enzymes in the skin during the hair cycle of the rat. The rat's skin thickens during the 
first four days of the cycle. A similar phenomenon occurs upon exposure to detergents, and an 
enzymatic test is suggested for use in the evaluation of detergents. 

| Barrstow, Chicago. 


METHODS FoR REDUCING MELANIN PIGMENTATION OF THE SKIN. N. B. KANOF, J. Soc. 
Cosmetic Chemists 9:160-166 (May) 1958. 


Monobenzyl ether of hydroquinone is the most effective agent in effecting depigmentation 
of the skin. Mercury compounds and ascorbic acid have limited value in this regard. Formed 
melanin can be removed from the skin by peeling agents—trichloracetic acid, ethyl chloride or 
Freon sprays, cryotherapy, and dermabrasion. Sunscreens can be used to prevent the forma- 
tion of excess melanin but may still allow pigment darkening. 

Bartrstow, Chicago. 


THE Lip Assay or tHE Skin. H. E. Worne, J. Soc. Cosmetic Chemists 9:181-187 (May) 
1958. 

Skin lipid assays were performed on 10 children and 18 adults. Previous work was con- 
firmed that as one grows older the cholesterol in the skin decreases. Studies were also done on 
the amount of each unsaturated fatty acid found. 

Bairstow, Chicago. 


SKIN AND HAIR PIGMENTATION. A. L. Lorincz, J. Soc. Cosmetic Chemists 9 :197-209 (May) 
1958. 
A lucid and excellent summary of the subject. 
Barrstow, Chicago. 


FLUORESCENT PIGMENT OF MicrosporuM. F. T. Wo tr, E. A. Jones, and H. A. NATHAN, 
Nature, London 182 :475-476 (Aug. 16) 1958. 


The authors present additional infrared spectroscopic data, as well as microbiologic assay, 
to substantiate their earlier work that the fluorescent pigments of Microsporum canis and Micro- 
sporum gypseum are pteridines. Additional chemical observations are included, further de- 
scribing the fluorescent materials. 

BLANK, Miami, Fla. 


EXPERIMENTAL RINGWORM IN GUINEA PIGS: ORAL TREATMENT WITH GRISEOFULVIN. J. C. 

GENTLES, Nature, London 182:476-477 (Aug. 16) 1958. 

Griseofulvin is an antibiotic prepared from penicillium that is fungistatic in vitro and 
has been shown in plants to have systemic antifungal activity. The author administered it 
orally to guinea pigs experimentally infected with Microsporum canis 10 days after inocula- 
tion.” At a dose of 60 mg. per kilogram a beneficial effect was noted clinically within four 
days. The author indicates that the drug is also effective when given orally to guinea pigs 
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infected with Trichophyton mentagrophytes and has been used successfully for the treatment 
of Trichophyton verrucosum ringworm in cattle. It seems to be of low toxicity. 
BLANK, Miami, Fla. 


RELEASE OF HISTAMINE FROM Mast CELLs By TissuE Extracts. G. T. ARCHER, Nature, 
London 182 726-727 (Sept. 13) 1958. 


Saline extracts of spleen, kidney, liver, and lung tissue from the rat and the rabbit and 
extracts of pigeon red cells, but not human red cells, release histamine when brought into 
contact with mast cells from the rat. The active histamine-releasing principle in splenic 
extract is probably a long-chain polypeptide containing arginine. The same histamine-producing 
substance was ‘ormed when human white cells were mixed with fresh antihuman white 
cell serum prepared in rabbits. 

S. MonasH, Miami, Fla. 


PASSAGE OF BACTERIOPHAGE PARTICLES THROUGH INTACT SKIN OF Mice. R. KELLER, Science 
128 :718-719 (Sept. 26) 1958. 


By using a bacterial virus which does not multiply in an animal host but is readily detected 
in the laboratory, the authors demonstrated that the bacteriophage would pass through intact 
skin of the abdomen or the tail of a mouse. It was found in surprising quantity in the blood 
stream after the application to intact skin. As a result of this and previous work, the authors 
suggest a reinvestigation of the possibility that virus infections may occur by penetrations 
through the intact skin and of the effects this rather exotic mode of transmission may have 
in the epidemiology and pathogenicity of virus infections of man. 

BLANK, Miami, Fla. 
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Infectious Diseases of Children. By Saul Krugman, M.D., and Robert Ward, M.D. Price, 
$10. Pp. 340, with 44 illustrations. The C. V. Mosby Company, 3207 Washington Blvd., St. 
Louis 3, 1959. 


The majority of infectious diseases occur in childhood. This book, therefore, is intended 
to provide a concise account of such diseases. It is written primarily for pediatricians and 
general practitioners in whose practices most of these diseases are seen. 

The greater part of the book is devoted to systemic infections, such as encephalitis, meningi- 
tis, hepatitis, Rickettsial infection, etc., yet there is much in the book to interest dermatologists. 
Consideration is given to the effect of these diseases when they occur in adults, as well as to 
infections such as pyoderms, exanthems, and herpetic diseases. There is even a chapter on 
control of communicable diseases in the hospital and at home. 

The format is of the usual textbook type; the writing is plain, with an economy of words 
and emphasis on the practical; full use is made of diagnostic tables and illustrations, some in 
natural color, to recommend further the book, and of most importance is that the material is 
thoroughly up to date. 

It is a good book to have at hand. 


The Biology of Hair Growth. Edited by William Montagna and Richard A. Ellis. Price, 
$15. Pp. 520. Academic Press, Inc., 111 5th Ave., New York 3, 1958. 


This reviewer is quick to confess to being favorably disposed toward any book that is 
dedicated to Stephen Rothman, “whose wisdom, kindliness and personal warmth are a constant 
source of courage and inspiration to all those doing research on skin.” A reading of the book 
was most rewarding. 

It consists of the papers read at the conference on the biology of hair growth held in 
London in 1957. Consisting of 21 well-written chapters by 23 distinguished international 
authorities, the papers provide information ranging from embryology and anatomy through 
the chemistry of keratinization, the nature of hair pigment, and aging of the human scalp, 
all thoroughly documented. 


The material reflects especially the newer knowledge learned through modern laboratory 
methods of histochemistry, electron microscopy, ete. and clinical and animal research. A 
considerable part of the book concerns vascular patterns in animal skin and silkworm cells, 
wool production, and other information based on animal experimentation. 

As is mentioned in the introduction by Rothman: “The pilary system is a perfect micro- 
cosmic structure. In the microcosomes we find birth, development, ageing and death, activity 
and rest, color formation and decolorification, greasiness and dryness, infection and _steriliza- 
tion. .. .””. The various chapters deal with all of these, and though the emphasis is on the 
normal, with no discussion given to hair or scalp diseases, nevertheless, as Montagna points 
out in an excellent summarizing chapter, “these are the beginnings of our understanding of 
the morphological changes that occur in baldness.” 

The avowed purpose of the book is to serve as a source reference for all those interested 
in research on hair and hair growth, and this it does admirably: There are numerous illustra- 
tions in black and white; each chapter furnishes pertinent references, and the book is well 
indexed. Though the material is rather technical, it is throughout very readable and merits 
high recommendation. 


Coccidioidomycosis. By Marshall J. Fiese, M.D., F.A.C.P. Price, $9.50. Pp. 186. Charles 
C Thomas, Publisher, 301-327 E. Lawrence Ave., Springfield, 111., 1958. 


In the minds of altogether too many practitioners of medicine, coccidioidomycosis is still 
considered to be a very rare, chronic, highly fatal, granulomatous infection worthy of study 
only by those who of necessity may very occasionally be brought into contact with such 
patients because of their practices being located in certain endemic geographic areas. The 
fact is that it is newly acquired each year by persons numbering in the thousands, among 
whom are many who are only in transit through the endemic region, or who otherwise soon 
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leave it to travel elsewhere. There is ample time between exposure and the onset of clinical 
symptoms for amy spot on the globe to be reached. If given proper care, almost all of these 
patients will recover completely; if not, some will die unnecessarily and under appropriate 
circumstances might cause new endemic foci. The diagnosis is usually not difficult, and all 
doctors should be prepared to make it. 

In addition, facts learned from studying coccidioidomycosis have already served to clarify 
some aspects of the immunology and epidemiology of other more common infectious diseases, 
and more such clues seem reasonably to be anticipated. | 

Dr. Fiese has written the first really complete monograph on this disease, and yet it 
contains only 186 pages. The interesting history is briefly covered; the mycology, epidemiology, 
immunology, and pathology are admirably detailed; the clinical syndromes are clearly de- 
scribed, and the treatment, discussed adequately. A complete bibliography—cross indexed by 
title, author, and chronology—is appended. This book will prove worth reading and subse- 
quently worthy of a place on most quick-reference shelves. 


Ocular Allergy. I’rederick H. Theodore, M.D., F.A.C.S., and Abraham Schlossman, M.D., 
with chapters by William B. Sherman, M.D., and Robert S. Coles, M.D. Price, $12. 
Pp. 420. The Williams & Wilkins Company, Mount Royal and Guilford Aves., Baltimore 2, 
1958. 

This is a comprehensive work, covering the field in an up-to-date, practical manner. Ocular 
hypersensitive reactions, for example, are divided into anaphylactic, atopic, microbial, and 
contact reactions zs they affect the various anatomic sites—conjunctiva, eyelids, cornea, sclera, 
uvea, etc. Contact reactions, as from eyedrops and cosmetics, are discussed in great detail 
and with a sureness that reflects experience. In fact, more detailed consideration is given to 
the role of cosmetics than appears in some dermatologic textbooks. 

The writing is clear, and the book abounds with illustrations, but too few are in natural 
color, and there is an extensive bibliography. The material is current and reflects accurately 
modern concepts of the complicated subject. 
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Skin Eruptions of Workers in a Uranium-Processin&§ 
Plant ; 


ROY L. KILE, M.D., and J. A. QUIGLEY, M.D., Cincinnati 


During the past two and one-half years 
a group of workers in a uranium process- 
ing plant have been observed with skin 
eruptions. The plant is operated by the 
National Lead Company of Ohio, near 
Cincinnati. This study does not cover all 
the dermatological cases seen in the plant, 
and it is not our intention to indicate the 
incidence of such problems arising there. 
However, because of the interest in the 
work being done at the plant, it was felt 
that some summary of the type of skin 
lesions seen among these workers would be 
of interest. This was particularly true be- 
cause no such study had previously been 
recorded in the literature available to us. 
Furthermore, it has recently become pos- 
sible to discuss fairly freely the chemical 
processes going on in this plant. It proc- 
esses uranium ore, starting v with crude ma- 
terial that very much resembles dirt and 
ending with pure metallic uranium that is 
fabricated into the form of slugs or rods. 
This is shipped to other AEC installations 
for use in atomic reactors. During the 
course of this process many chemicals are 
employed and various temperatures are 
needed. It is a very complicated procedure 
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and is accomplished in a series of buildings. 
The men are in and out of the buildings 
at various times, and the whole area is sur- 
rounded by a large fence in order to delin- 
eate it as a potentially contaminated area. 
Production and laboratory workers wear 
radiation film badges, which are checked 
weekly. Urinary output for uranium is 
checked quarterly. 

Briefly, the ore is digested with nitric 
acid, producing uranyl nitrate (Fig. 1). 
Then water is used to wash out impurities, 
after which it is concentrated and changed 
to uranium trioxide. Uranium trioxide is 
an important step in the procedure. It is 
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Fig. 1—Process flow diagram. 
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then treated with hydrogen and reduced to 
uranium dioxide and later to uranium tetra- 
fluoride (UF,4). This procedure is an im- 
portant one. The material is then pulverized 
and reduced in furnaces and made into 
ingot form. These are fabricated to pure 
uranium rods and slugs. 


From the standpoint of the dermatolo- 
gist, who examines this plant, one is imme- 
diately interested in the procedures the men 
go through daily. On entering in the morn- 
ing, they remove all their clothes and dress 
in company-furnished clothing. For the 
most part, this consists of coveralls, under- 
wear, socks, cap, coat, and gloves if needed. 
This varies, depending upon the time of the 
year and temperature. The only things the 
men take into the plant are their glasses 
and cigarettes. When the men finish work- 
ing at noon time, they go to a second set 
of lockers where they remove all the com- 
pany-furnished clothing. They then go into 
a shower and wash thoroughly with a special 
cleansing agent containing hexachlorophene. 
Then they go to the first locker, where they 
left their own clothes in the morning, and 
redress for lunch. The same procedure is 
repeated when they return after lunch and 
in the evening, when they quit work. Thus, 
they are bathing twice a day in a large 
common shower. 

It was obvious that one of the problems, 
particularly in the cold weather, would be 
this frequent bathing. This soon proved to 
be the case, and it was found that a number 
of the employees developed very dry, scaly 
skin on parts of their bodies. These per- 
sons were furnished with a superfatted 
soap to use for bathing. This does not 
solve the entire problem but helps a great 
deal. Interestingly enough, it helped bear 
out the experience of one of us, regarding 
the value of a superfatted soap.? 

The clothing is laundered in a special 
laundry. The chemical procedure of this 
laundering is an interesting and important 
one. The clothes are washed in detergents; 
the wash water is saved, and considerable 
uranium is salvaged from it. 
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About November, 1954, an interesting 
series of cases were encountered. These 
were all examples of dryness, with super- 
ficial fissuring, especially on the flanks and 
thighs. Only a few of these cases were 
seen in the consultant’s office, and hence 
most of them were not counted in this 
series. 

These cases appeared slowly at first but 
increased in number until approximately 
60 to 65 were under treatment by January, 
1955. The Industrial Hygiene Department 
plotted the places within the various plants 
where these employees worked. This showed 
that cases were occurring in all buildings 
and on all shifts. In an effort to find a 
common denominator, the shower rooms 
and laundry were investigated. There had 
been no recent change in the soaps or de- 
tergents used in either place, and we were 
assured that there were no changes in the 
laundry procedure. 

Being skeptical, we assigned an industrial 
hygienist to the laundry on a three-shift 
basis, as an observer. On the second day 
the industrial hygienist reviewed the laun- 
dry procedures carefully and began a close 
investigation of compliance with these pro- 
cedures. He discovered that, because of the 
volume of work, the foreman had shortened 
the rinse period, while still using the same 
amounts of soap and neutralizer. The neu- 
tralizer in use at the time was sodium acid 
fluoride. Since this was thought to be the 
cause, the foreman was instructed to follow 
the written procedure exactly. Over a 
period of a month to six weeks the number 
of cases diminished to approximately 15, 
and we felt sure that the cause had been 
eliminated. 

In April, however, there was a very sud- 
den increase in the number of cases to 
approximately 30. These were, for the 
most part, recurrences in previous patients. 
Surveillance of the laundry by the indus- 
trial hygienist was again initiated, and it 
was discovered that a new operator on the 
third shift had misunderstood the sign for 
ounces. Instead he had been using pounds 
of soap and pounds of neutralizer. This 
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again resulted in insufficient rinse time’ to 
remove properly the sodium acid fluoride. 
When this error was corrected the cases 
promptly cleared up, and there have been 
but few new ones of this type in the past 
two and one-half years. 

This, we feel, is a classic example of the 
value of an Industrial Hygiene Department 
working in close cooperation with an In- 
dustrial Medical Department. 

Table 1 depicts the 175 cases seen during 


TABLE 1.—Cases Seen in Consulting 
Dermatologist’s Office 








Cases, 
Diagnosis No. 
Contact dermatitis 36 
Eczematoid dermatitis 20 
Fungal infections (tinea versicolor—6) 22 
Asteatosis 15 
Pityriasis rosea 12 
Pyogenic infection (folliculitis—4, furunculosis—2) 6 
Tumors (nevi—5, epitheliomata—5, keratoses—5, 
verrucae—8, vulgaris—6, plantaris—2, multiple 
lipoma—1) 24 
Acne vulgaris 3 
Urticaria 3 
Erythema multiforme 3 
Scabies 2 
H. F. burns 2 
Lichen planus 2 
Burning fingers 1 
Factitial ulcers 1 
Miscellaneous dermatoses (dermatitis herpetiformis, 
purpura, psoriasis, statis dermatitis, etc.) 23 
Total 174 





the time chosen for this study. It can read- 
ily be observed that the largest number of 
persons had contact dermatitis. This came 
from various sources, including oil, chemi- 
cals employed in the plant, defatting agents, 
etc. At no time was any case seen that was 
thought to be due to uranium or its salts. 


One case, and the only one seen by me, 
complained of a tingling and burning of his 
fingertips, particularly on his right hand. 
Those of us who have had some contact 
with radium are well aware of this symp- 
tom, although it has never been proven due 
to radioactivity. This man’s radiation ex- 
posure was carefully checked, and it was 
found. to be well within normal limits. 
How much of this particular problem is 
on a psychogenic basis is not known, but 
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it was assumed that it all was. His symp- 
toms subsided and have not recurred. 


For each employee a careful chemical and 
radiologic exposure is tabulated, and it is a 
continuous procedure. At any given time, 
this can be checked and will immediately 
show just how much exposure he has had. 
Furthermore, dust samples, samples of air 
on the down-wind side of the plant, and 
other checks are made at regular intervals, 
in order to catch promptly any undue 
amount of exposure that may be occurring. 
The plant is surrounded by fall-out trays. 


TABLE 2.—Radiation Exposure of Employees with 
Dermatitis * 








Prior to Treatment 





Em- Total Total Average Diagnosis 
ployee Exposure, Wk. Wk. 
Mreps Em- Exposure, 
ployed Mreps 

1 40,495 200 200 Tinea versicolor 

2 31,030 121 260 Neurodermite 

3 26,410 196 130 Seborrheic dermatitis 

4 24,950 175 140 Herpes simplex recurrens 
5 21,420 206 100 Contact dermatitis, trau- 


matic separation of nail 





* Since y-exposures are negligible, above figures are for £8 only. 
These 5 cases had highest total exposure among those treated. 


Table 2 compares the skin eruptions to 
their radiation dosage among five men with 
the highest exposures. It can be seen that 
there is no apparent relationship. This also 
brings out the accuracy with which each 
man’s dosage can be told at any given time. 


In all industrial work, many men blame 
their work for problems that have no con- 
nection with it. This is particularly true 
of lesions of unknown etiology. Further- 
more, they are upset when the problem is 
diagnosed as nonindustrial. As would be 
expected, men with all types of problems 
felt the radioactivity was the cause. I have 
really, however, been surprised by the few 
men who have felt this way. This is proba- 
bly because they are convinced of the safety 
resulting from the many procedures carried 
out to protect them. 


One problem case was that of a man 
with extensive self-induced ulcers over his 
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body. He was sure they were caused by 
his work, and unfortunately he convinced 
many others, including his local union. 
Considerable company expense, time, and 
effort were required to convince both him 
and the union of his plight. The tribula- 
tions of this case extended over several 
years and included care by many derma- 
tologisés. 

In addition to the frequency of contact 
dermatitis, as was expected, the next com- 
monest condition was that referred to as 
asteatosis. Many employees developed this 
dryness down over the sides of their legs 
and on the extensor surface of their arms, 
as well as across the flanks. At times a very 
superficial fissuring occurs, and there IS 
considerable itching. 

The other problem expected to be fre- 
quent, owing to all the bathing in a common 
shower, was that of fungus infections. All 
men were given clogs to wear in the shower. 
They may have helped keep down these 
infections. In a similar plant, where this 
was not done, the rate was much higher. In 
most instances the cases responded very 
promptly to suitable fungicides. It 1s in- 
teresting that there were six cases of tinea 
versicolor in the series. 

The other disease that occurred more fre- 
quently than was anticipated by us was 
pityriasis rosea. Some 16 cases were ob- 
served in the group, which is a little higher 
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than would Just this 


should occur is not known, and as nearly 


one expect. why 
as we could tell there was no relationship 
to the men working in proximity to each 
other or to seasonal variation. 

The other skin diseases observed were, 
for the most part, lesions that could have 
occurred in a group of employees in nearly 
any plant in the midwest. 

One interesting case of an epithelioma 
on the temple, at the point of a burn with 
a piece of hot uranium, was observed 
(Fig. 2). The lesion came on about a year 
after the burn. Whether this trauma might 
have “triggered” such a lesion is unknown. 
It is always difficult to appraise properly 
the exact etiologic significance of such 
trauma. 

One case of an hydrogen fluoride burn 
was seen (Fig. 3), although several oc- 
curred. His contact with the fluoride was 
accidental. 

The unusual things about a plant of this 
type are the complexity of the chemicals 
employed and, of course, the radioactive 
substances present. Particularly when em- 
ployed on small areas, x-ray therapy was 
given these persons without fear of harm. 
For instance, the epithelioma referred to 
above was treated by x-ray therapy with 
very good results, as were many other le- 
Actually 
it was not necessary to use x-ray therapy 


sions of a nonmalignant nature. 


Fig. 2.—Epithelioma at 


site of burn with hot 


uranium, 
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Fig. 3.—H. F. Burn. 


on large areas of the body in any of the 
patients. 

We did not see all of the cases of skin 
diseases occurring in the plant during the 
time chosen, but it is felt this presents a 
good cross section of the problem. Fortu- 
nately they have not been a major problem 
in time lost, nor have they interfered in any 
way with the operation of the plant. Cer- 
tainly this is partly due to the careful pre- 
cautions taken in the field of safety as well 
as to a complete physical examination be- 
fore employment. On a few occasions der- 
matological consultations were part of a 
preemployment procedure. This is a very 
good way to help prevent industrial derma- 
tose 


un 


Summary 


Approximately 175 patients, who were 
employed at a uranium-processing plant, 
were observed. 

The’ commonest problems were contact 
dermatitis and dryness of the skin, the 
latter due to frequent bathing with a deter- 
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gent type of chemical and to laundering 
procedures. It was usually controlled by 
proper lubrication and the use of a super- 
fatted soap. 


Careful records were kept of radiation 
and chemical exposures of all employees. 
No relationship is seen between the amount 
of exposure and the skin problems. 


2508 Auburn Ave. 
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ABSTRACT OF DISCUSSION 


Dr. LEONARD F. WEBER, Chicago: Dr. Kile’s 
study emphasizes the need for dermatologists in 
nuclear medicine. 

The availability of uranium and its properties 
make it extremely useful in the atomic program. 
U™ is readily fissionable with fast neutrons, 
which makes it suitable for atomic weapons or for 
controlled fission in reactors. Thus, the atomic age 
has put before us enormous new problems, which 
we seldom considered two decades ago. 


Dr. Kile spent time in a uranium plant in order 
to become familiar with the hazards in it. This 
sort of study and inspection is always valuable, 
regardless of the type of industry. Sometime ago 
I mentioned to Dr. Donald Birmingham my diffi- 
culty in visiting some plants in Chicago, and he 
said, “That isn’t peculiar to your locality, be- 
cause I have the same difficulty in various sections 
of our country.” 


The work processes and the materials handled 
in many plants have changed during the last few 
years. Some of the textbooks are outmoded, and 
so reports like Dr. Kile’s are valuable in helping 
those who do not have access to certain’ plants to 
learn about the cutaneous hazards in them. 


Accidents and industrial diseases are costly to 
industry, both on the production front and the 
efficiency front. Therefore, safety programs 
should receive considerable attention in every plant 
with usual or unusual hazards. In this uranium- 
processing plant, the new employee devotes his 
first day of employment to learning about his 
future work. He hears one lecture on industrial 
hygiene and one on safety aspects of his job. 


The health and safety division of the plant has 
five departments: Medical, Industrial Hygiene in 
Radiation, Safety, Nuclear Safety, and the Ana- 
lytical Laboratory. With all of these departments 
cooperating, one would not expect much trouble. 
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The Medical Department practices standard in- 
dustrial medicine. The Safety Department does 
what its name implies. The Industrial Hygiene in 
Radiation Department concerns itself with the 
working environment. The matter of radiation is 
its chief responsibility, although the problems of 
solvents, heat, light, and noise are also its concern. 

In spite of the efforts of the five departments, 
laundering of contaminated clothing was a major 
problem in this uranium plant. The problem of 
dermatitis was partly due to too much cleanliness. 


Uranium compounds may gain entrance to the 
body by way of transcutaneous absorption, and it 
is for this reason that workers with lacerations of 
the skin and dermatitis of the hands should not be 
allowed to work in areas of potential exposure to 
radioactive contaminants. The principal hazard in 
handling uranium metal is exposure of the hands 
to B-radiation. 

The B-dose to the basal layer of the skin of 
average thickness in contact with uranium metal 
is estimated from extrapolation measurements to 
be 220 mrads per hour. Exposure to the hands is 
reduced by 80% by use of new horsehide or cow- 
hide gloves weighing 80 mg. per square centimeter. 

The AEC recently altered its radiation exposure 
standards, reducing the total permissible average 
yearly dose per person for occupational exposure 
from 15 rem to 5 rem, with not more than 15 rem 
allowed in any one year. (A rem is a unit of radia- 
tion that produces a biologic effect equivalent to 
that of 1 r of x-rays.) Two of the workers were 
near the limit of radiation exposure. 

Dr. Kile was associated in this study with a 
physician who is interested in nuclear medicine and 
is one of the outstanding men in this specialty. Dr. 
James Quigley was formerly medical adviser to 
the Atomic Energy Commission Health and Safety 
Laboratory, New York. At the present time, he 
is also interested in a formal training program in 
nuclear medicine at the University of Rochester 
School of Medicine and Dentistry. Some of the 
older physicians in nuclear medicine had to learn 
this science the hard way, that is, on-the-job 
training. 

Dr. ARTHUR R. WoopsurRNE, Denver: I want 
to thank Dr. Kile for bringing us this message— 
and particularly the one thing that interested me 
very much. That is, the asteatotic problem, which 
is a big one in the wintertime. We treat industrial 
workers of a rubber company in Denver, and we 
find that the necessity of the men washing after 
work, as men do in the uranium plant, offers us our 
biggest problem, even more than specific sensitiza- 
tion to the many sensitizing chemicals used in the 
rubber industry. I think 75% of the employees 
we see in the wintertime have an asteatotic condi- 
tion, 
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Dr. ANTHONY C. CrpoLLArRo, New York: The 
group Dr. Kile studied developed the cutaneous 
lesions that one would find in any industrial plant. 
Radiation injuries were not predominant, even 
though the subjects were employed in a uranium- 
processing plant. Frequent washing was the cause 
of the contact dermatitis in many instances. 


It is interesting to note that the amount of radia- 
tion to which these workers were exposed was well 
within the limits of safety. If a factor of 10 is 
applied to the figures shown in the chart, it is seen 
that many of the workers were exposed to less 
than 0.3 r per week. It is significant that people 
working in uranium plants show no damage from 
the radiations to which they were exposed. The 
safety measures employed provide adequate pro- 
tection. 

Dr. FRANK E. Cormta, New York: I would 
like to refer to one point in Dr. Kile’s interesting 
presentation, with regard to the man who developed 
the epithelioma after trauma by a bit of uranium 
ore. The case I wish to refer to was a man about 
55 years of age. He had a plantar wart which 
was treated with 1,000 r of low-voltage irradiation 
at one visit, through a portal of about 3 cm. The 
area became inflamed, and subsequently broke 
down, and, when I saw the patient, about six or 
seven months later, there was evidence of irradia- 
tion ulcer. 

I sent the patient to a plastic surgeon; the 
whole area was excised, and a full-thickness graft 
was successfully applied. However, the interesting 
thing is that on biopsy eight months after the 
exposure to radiation, this patient had a squamous- 
cell carcinoma. Now, we are all familiar with 
the later development of carcinomas, but here was 
one which developed about eight months after the 
exposure to irradiation. 


Dr. FREDERICK J. SZYMANSKI, Chicago: I should 
like to refer to the man who developed a carcinoma 
after a burn. 

Four or five years ago, Dr. Finnerud and I had 
a patient, a woman of about 45, who developed a 
persistent ulcer of one year’s duration on the right 
palm after a burn, A biopsy was performed, and 
the lesion proved to be a basal-cell carcinoma. 


Believing that this was rather unusual, I studied 
the medical literature pertaining to traumatic can- 
cers, and, much to my surprise, I found a report 
by an English author of 90 cases of carcinoma fol- 
lowing burns, 80 of which were of the squamous 
type and 10 of which were of the basal type. 
Therefore, it is my feeling that there is a definite 
relationship between the thermal burn and the car- 
cinoma of the forehead in the case presented by 
Dr. Kile. 

Dr. GreorceE H. Curtis, Cleveland: I was very 
much interested in Dr. Kile’s description of the 
difficulty entailed in keeping work clothes free of 
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contamination, Early in the course of the opera- 
tion of plants in and around Cleveland, for the 
extraction of beryllium from beryllium ore, a 


number of cases of dermatitis ensued from faulty | 


laundering of work clothing. I assume that this is 
a common problem in all plants in which dangerous 
metals are being isolated. 

Dr. Roy L. Kile, Cincinnati: This entire subject 
is a very interesting one, and there are many 
ramifications one does not think of at the outset. 
For instance I remember the first time I saw a 
piece of uranium; I was surprised to see how 
much it resembled a piece of stainless steel. Its 
specific gravity is very high, and this is well 
realized when one picks it up, for it is much 
heavier than lead. Actually, it forms a very good 
filter for any y-radiation because of its high spe- 
cific gravity. I tried to arrange to bring a piece to 
this meeting, but there were so many difficulties I 
decided not to. 

Actually, no one knows what is a safe amount 
of radiation, In this instance we are dealing al- 
most entirely with a- and @-radiation, which are not 
too difficult to filter out. There has been tremen- 
dous variation in the allowable amount of such 
radiation. The National Committee on Radiation 
Protection and Measurements, of which Dr. 
Lauriston S. Taylor is chairman, has this subject 
under constant surveillance. At one time 60 r per 
year was allowed; then this was dropped to 30 r 
and then to 15 r. Now they state, “The maximum 
permissible accumulated dose, in rems, at any age, 
is equal to 5 times the number of years beyond 


* Taylor, L. S.: Health Physics, New York, 
Pergamon Press, Inc., 1958, Vol. 1, Pp. 62-70. 
National Bureau of Standards: Radiation Expos- 
ure as a Reasonable Calculated Risk, Washington, 
D. C, 1958. 
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age 18, provided no annual increment exceeds 15 
rems. This applies to all critical organs except 
the skin, for which the value is double.” * This 
assumes, Of course, there has been no exposure 
before the age of 18. Suffice it to say that nobody 
is sure, as far as I have been able to ascertain. 

In answer to Dr. Cipollaro, the five men shown 
in the last chart were the ones in our series with 
the highest exposures. In other words, everyone 
else had a much lower level of exposure. We par- 
ticularly selected this group in order to establish 
the fact that there was no relationship between 
their exposure and their skin eruption. 

Of course the subject of trauma, particularly in 
a single case, and the development of malignancy 
is a most interesting one. All of us have seen skin 
cancers develop at the site of trauma. I remember 
one very well, in a patient who was chiseling 
granite; a typical epithelioma developed on the lip 
at the site where he was struck with a piece of 
granite. In this instance, it was allowed as an 
industrial case by the Ohio Industrial Commission. 
I do not think any of us can be sure about this 
matter with our present state of knowledge. 

As to burns and the development of cancer and 
precancerous lesions, it has been my policy—and 
I learned this while at the Bernard Skin and Can- 
cer Hospital in St. Louis—to regard all thermal 
burn scars as possible precancerous lesions. Per- 
haps the atrophic burn scar predisposes to the 
development of malignancy. 

Lacerations or any injuries must be protected, 
for it is well known that these injured areas form 
a source for absorption of radioactive materials. 

Fortunately for all concerned, skin diseases in 
this uranium-processing plant have not been a 
major problem. 
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Idiopathic Lethal Granulomas of the Midline Facial 


Tissues 


BRONSON R. ALEXANDER, M.D., St. Petersburg, Fla. 


Introduction 


Cases of idiopathic lethal granulomas of 
the midline facial tissues are being reported 
frequently in the general medical literature. 
However, since such patients often consult 
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a dermatologist because of an ulceration or 
tumor of the palate, it is the purpose of 
this report to reemphasize this disease in 
the dermatological literature. The most re- 
cent review was by Levan,! in 1953, and 
a related condition was reported by Lincoln,” 
in 1957, Recent investigation regarding the 
etiology as well as the treatment will be 
discussed. 


Report of a Case 


A 48-year-old white woman was first seen by the 
dermatology service at the Mary Hitcheock Me- 


Fig. 1—Small vessels showing changes consistent with periarteritis nodosa. 
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morial Hospital in September, 1956, at which time 
she had returned to the hospital for reevaluation 
of sprue, previously diagnosed in April, 1956. In 
addition, she complained now of a sore throat of 
several weeks’ duration, which had been treated 
unsuccessfully with penicillin and sulfonamides; 
of small painful nodules on her lower extremities, 
which had appeared after the above therapy was 
instituted, and of sinusitis and nasal “stuffiness” 
of several years’ duration. 

Upon physical examination, the patient appeared 
thin but otherwise well-developed and chronically 
ill but in no marked distress. Pulse, temperature, 
respirations, and blood pressure were normal. 
Pharynx and soft palate were injected, and tonsils 
were moderately enlarged. There were well- 
circumscribed, discrete, tender, painful nodules on 
the lower extremities. 


Laboratory findings were essentially normal. 
Histopathologic studies of tissue taken from one of 


the nodules of the lower extremities showed 
changes consistent with  periarteritis nodosa 
(Fig. 1). 





Alexander 


The patient improved symptomatically during 
this hospital admission without specific therapy 
and remained fairly well for a while after dis- 
missal from the hospital. Six months later, how- 
ever, she was readmitted to the hospital, with an 
ulcer at the junction of the soft and hard palates 
of eight weeks’ duration. 


Upon examination, her general condition appeared 
unchanged but there was now a shallow, granulat- 
ing ulcer (Fig. 2) located centrally in the roof 
of the mouth. The pharyngitis noted on the pre- 
vious admission was still present. 

Roentgenograms of the hard palate showed a 
penetrating lesion through this region into the floor 
of the right nostril. Fungus cultures prepared 
from material from the floor of the ulcer had no 
growth at the end of three weeks; bacterial cul- 
tures showed a mixture of Neisseria and a viridans 
Streptococcus; smears and cultures for acid-fast 
bacilli were negative. Histopathologic studies 
showed necrotic granulation tissue (Fig. 3). Ster- 
nal bone marrow aspiration was normal. A tuber- 
culin skin test (PPD No. 2) was negative. 


Fig. 2.—Roof of mouth, 
showing shallow, granu- 
lating ulcer. 
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Fig. 3.—Biopsy specimen from roof of mouth, showing granulation tissue. 


In spite of broad-spectrum antibiotics and gen- 
eral supporting therapy, the ulcerative and necrotic 
lesion on the palate became more extensive and 
painful. 
service was again consulted, and a clinical diag- 
nosis of idiopathic lethal granuloma of the mid- 
line facial 


It was at this time that the dermatology 


tissues was offered. The patient was 
given prednisolone in doses of 20 mg. four times a 
day. Within a week there was moderate improve- 
ment of the ulcer on the palate, with replacement 
of the granulation tissue by normal-appearing 
mucosa. The pain previously noted was completely 
absent. Two weeks later there was continued filling 
in of the ulcer but swelling was noted on the right 
side of the nose and over the right maxilla. Upon 
transillumination, a shadow was seen in the region 
of the right maxillary sinus. It was assumed that 
the granulomatous process had extended into the 
area. In spite of an increase in the dosage of 
prednisolone to 40 mg. four times a day, the 
swelling progressed. There was continued loss of 
weight, weakness, cachexia, and progression of the 
granulomatous and ulcerative lesion. 
the patient’s 


Terminally 
blurred, the eyes 
bulged, the face was grossly deformed, and there 


vision became 


was serosanguinous discharge from the eyes and 
e 
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nose. Death came approximately 10 months after 


the onset of the first-noted pharyngitis. No post- 


mortem examination was obtained. 


Review of Literature and Comment 

The first case of progressive ulceration 
of the nose and palate was recorded by 
Peter McBride,” in 1896. From that time 
until 1933, only scant mention of this sub- 
ject was noted in the medical literature. In 
1933, J. P. Stewart * made a very complete 
and accurate study of the literature and 
wrote his classic and vivid clinical descrip- 
tion of the disorder. He divided the symp- 
tomatology into three stages. The first, or 
prodromal, stage is characterized by chronic 
upper respiratory infection and/or nasal 
stuffiness. The second stage is the period 
of active disease, in which there is definite 
The disease ,spreads 
from the nose, and there develops an ulcer 


nasal obstruction. 


on the palate or swelling of the adjoining 
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cheeks. There is rapid progression, with 
marked destruction of the midline facial 
tissues. The third or terminal phase is one 
of general exhaustion. There is extreme 
mutilation of the face, with exposure of 
the bony structures. Death usually ensues 
within 10 to 12 months. 


Little additional information can be ob- 
tained from a review of subsequent litera- 
ture on this puzzling disease. From an 
extensive review, Williams * concludes that 
one should be able to consider the granu- 
lomatous formation and periarteritis nodosa 
as essentially the same condition and apply 
knowledge dealing with either to both. He 
believes there is evidence indicating that 
some type of hypersensitivity mechanism 
plays the major role in the etiology of 
idiopathic granulomas. He suggests that 
altered defense mechanisms can produce two 
types of allergy—one encountered with 
humeral antibodies, the other encountered 
in idiopathic granulomas. The latter is not 
necessarily associated with circulating anti- 
bodies but is primarily associated with the 
development of hyperimmune areas of the 
body. Granuloma formation is the body’s 
method of resistance to certain preferred 
stimuli; midline tissues of the face fre- 
quently are involved because in this region 
localized areas of immune cells tend to 
develop. 

A hypothetical case is presented by 
Kahn,® which Williams ë believes fits most 
nearly the findings of lethal granulomatous 
ulceration of the midline tissues of the face. 
Through previous infections these naturally 
reactive midline tissues might have become 
hyperimmunized or might still retain non- 
toxic antigens. Focal hyperimmune areas 
attract circulating antigens, with a resultant 
cellular injury and vasculitis. Tissue ne- 
crosis might then ensue from any specific 
or nonspecific, nontoxic antigen circulating 
in the blood, possibly even from absorption 
of ‘‘anaphylactogens”’ through the intestinal 
wall. The hypothesis would also serve to 
explain the fundamental histologic identity 
of the process, with granulomas in the same 


Alexander 


area caused by any of the micro-organisms 
which are meager toxic producers. 


Williams ® therefore suggests that one 
of the fundamental resistance mechanisms 
of the animal is a typical localized cellular 
immune response, primarily vascular, result- 
ing in “the Arthus phenomenon” when 
capillaries are involved and producing a 
granuloma if deeper vessels are involved 
or a granulomatous ulcer if both are in- 
volved. There seems to be a certain ten- 
dency for involvement of the larger vessels 
to occur toward the end-stage of the dis- 
ease (periarteritis nodosa). Weinberg‘ 
reported two cases in which he found wide- 
spread granulomas as well as those of the 
midline facies, both of whom at the terminal 
stage had lesions of periarteritis nodosa. 
Because of a history of chronic upper re- 
spiratory infection in these as well as several 
other cases he reviewed, Weinberg believed 
support was thereby given to the theory of 
Rich ®* that hypersensitivity may be the 
cause of periarteritis nodosa. 

In addition to hypersensitivity as an eti- 
ologic mechanism, Duff 1 reported a study 
of 22 patients with granulomas of unknown 
etiology, on whom necropsy was performed, 
who had received sulfonamides during life. 
These cases showed either a granulomatous 
lesion or an acute necrotizing arteritis? or 
both lesions in common. Duff believed that 
the granulomatous lesions and necrotizing 
arteritis closely compared with periarteritis 
nodosa and stated that, whatever may be 
regarded as the etiology (sulfonamides) or 
pathogenesis of these lesions (idiopathic 
granulomas of the midline facial tissues), 
the evidence gives strong support to the 
idea that the granulomatous reactions en- 
countered in some cases of periarteritis 
nodosa belong to the same disease or are 
a part of that disease. He felt his observa- 
tions supported the view that these lesions 
are of an allergic nature. 

Most pathologists agree that the histo- 
pathologic sections from lethal granulomas 
of the midline are those of a nonspecific 
granuloma. The picture seen most com- 
monly is that of an amorphous mass of 
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necrosis within which there is an infiltra- 
tion of inflammatory cells, chiefly lympho- 
cytes and macrophages, with occasional 
plasma cells, polymorphonuclear leukocytes, 
and multinucleated giant cells. The larger 
vessels in the tissue usually show a definite 
perivascular cuff of lymphocytes and 
macrophages (Fig. 1). Rarely do portions 
of the mucous membrane show pseudotu- 
berculous nests of macrophages and lympho- 
cytes, but neither tubercle bacilli nor lepra 
bacilli have been found or cultured (in 
tuberculosis). Most pathologists also agree 
that yaws, syphilis, leishmaniasis, histoplas- 
mosis, and malignancy can be ruled out in 
all cases. 

secause of Selye’s work,!! Williams * felt 
that a person with lethal nonspecific ulcera- 
tion of the nose, pharynx, and larynx would 
be considered to be in relative adrenal in- 
sufficiency, and inasmuch as cortisone is 
often beneficial in “allergic” diseases, he 
and Moore ™* have used cortisone with bene- 
ficial but temporary abatement of the pro- 
gressive lethal granulomas. This is strictly 
palliative, and most patients die in less 
than a year. 


Summary 


Malignant granulomas of the midline 
facial tissues are associated with chronic 
sinusitis, psychic trauma, upper respiratory 
infections, or sulfonamide therapy. It is 
hypothesized that subsequently a relative 
adrenal insufficiency develops and, because 
of a lack of the “antagonistic” effect of the 
adrenal cortical hormones, a local tissue 
allergy (Arthus phenomenon) or periarte- 
ritis nodosa develops. The necrotic, ulcera- 
tive, and granulomatous processes follow. 
Because of the adrenal insufficiency, corti- 
cotropin (ACTH) and cortisone have been 
used for palliation. In spite of the patient's 
symptomatic improvement on these drugs, 
the malignant process continues, with a 
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rather rapid termination of the patient’s 
life. 

The case of a patient with malignant 
granuloma of the midline facial tissues, 
whose symptoms and clinical course fol- 
lowed the above pattern, is reported. 


St. Petersburg Medical Clinic, 501 11th St. 


North (5). 
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Alopecia Mucinosa 


CAPT. WAINE C. JOHNSON (MC), COL. ROBERT S. HIGDON (MC), U. S. Army, and 


ELSON B. HELWIG, M.D., Washington, D. C. 


Alopecia mucinosa is a dermatosis re- 
cently described by Pinkus.! Clinically it 
appears as single or multiple, slightly ery- 
thematous, raised plaques, associated with 
loss of hair in the sites involved. Patho- 
logically, the changes are in the piloseba- 
ceous apparatus; they are easily recognized 
and diagnosed. 


After Dr. Pinkus presented his paper at 
the International Congress of Dermatology 
at Stockholm,? Dr. Szodoray, of Budapest, 
said he had published a similar case with 
Lehner, in 1939, and also referred to a 
case published by Kreibich, in 1926. 
Kreibich* described a generalized patchy 
eruption in a 20-year-old white youth, 
under the title “Mucin in a Skin Disease.” 
The distinctive histopathological feature 
was the presence of cystic spaces and mucin 
within the pilosebaceous follicle. There was 
a perifollicular infiltrate with numerous 
lymphocytes and occasionally some mucin- 
ous material. He believed that the mucinous 
change preceded or possibly occurred at the 
same time as the inflammation. 


Lehner and Szodoray,* in 1939, had re- 
ported a similar eruption in a 20-year-old 
white youth. Beside the changes in the 
pilosebaceous follicles, they described meta- 
chromatic staining of the mucins. They 
concluded that the changes in their patient 
were the same as in Kreibich’s but made 
no positive suggestions as to etiology. The 
photomicrographs and descriptions leave 
little doubt that the cases of Kreibich, 
Lehner and Szodoray, Pinkus, and the ones 
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we are reporting here represent the same 
condition. 


This report is based on a study of the 
clinical records, pathologic material, and 
follow-up data of eight patients with 
alopecia mucinosa. 


Material 


A review of material at the Armed Forces 
Institute of Pathology (AFIP), previously diag- 
nosed as alopecia, follicular hyperkeratosis, follicu- 
litis, ichthyosis, keratosis pilaris, parapsoriasis, 
phrynoderma, and pityriasis rubra pilaris, disclosed 
eight examples of alopecia mucinosa. Of these, 
one had previously been recorded as acute follicu- 
litis; two, as consistent with pityriasis rubra pilaris, 
and five, as chronic folliculitis, Each of the eight 
patients answered a questionnaire concerning the 
course of his disease and present status. The period 
of follow-up ranged from 3 to 131⁄ years from the 
date of onset. 


Methods 


Paraffin-embedded tissue from the eight patients 
was available for study and was examined by means 
of the following staining and histochemical tech- 
niques: hematoxylin and eosin, Giemsa’s, Snook’s 
reticulum, and Hart’s elastic stains, Fontana’s stain 
for argentaffin granules, Perl’s iron reaction, the 
Brown and Brenn stain for Gram-positive and 
Gram-negative organisms, Gomori’s methenamine 
silver nitrate technique for fungi, the Ziehl- 
Neelsen and Fite stains for acid-fast bacteria, the 
periodic acid-Schiff (PAS) reaction with and with- 
out diastase digestion, the colloidal iron technique 
of Hale for acid mucopolysaccharides, as modified 
by Rinehart and Abul-Haj, with and without testic- 
ular hyaluronidase digestion for one hour, the 
Alcian blue stain with and without testicular 
hyaluronidase digestion for one hour, the poly- 
chrome toluidine blue stain for metachromasia, the 
mucicarmine stain, and microincineration. Controls 
were run for hyaluronidase digestion with use of 
heat-deactivated enzyme and saline diluent. These 
procedures were carried out as outlined in the 
“Manual of Histologic and Special Staining Tech- 


nics.” 5 > 
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Case 1.—A white man, 21 years of age, first 
noticed an erythematous papular eruption about 
2.5 cm. in diameter over the bridge of his nose in 
February, 1954. During the next six weeks the 
eruption spread to involve the shoulders, arms, 
trunk, and back. In May, patches of alopecia were 
noted on the scalp. The patient had no symptoms 
except occasional mild pruritus. The patient stated 
that at the age of 14 a patchy loss of the hair on 
the scalp had occurred. Regrowth of this hair 
had been complete, but he could not remember the 
exact length of time it took. His mother had dia- 
betes mellitus. 

On physical examination, in January, 1955, the 
eruption had become generalized over the skin, 
except for that of the palms and the soles. A 
patchy, circumscribed loss of hair was seen in 
many regions. The individual lesions were erythem- 
atous, somewhat raised, edematous plaques with 
mild scaling. Small hyperkeratotic papules were 
arranged around the follicular openings on the 
glabrous skin. Lymphadenopathy in the left axilla 
caused a moderate amount of tenderness. The 
results of routine laboratory examinations and 
serum protein, carotene, and vitamin A levels were 
normal. Examination for fungi was negative. 

Treatment with topical applications, administra- 
tion of vitamin A orally and parenterally, of triasyn 
B, oxytetracycline (Terramycin), chlortetracycline 
(Aureomycin), cortisone, and chloroquine orally 
and injections of liver extracts did not produce 
significant change. Later, treatment with ultra- 
violet light and applications of a coal tar prepara- 
tion greatly improved the lesions of the scalp. 

The patient was presented to the Baltimore- 
Washington Dermatological Society and to the 
Atlantic Dermatological Conference in March, 1955. 
The prevailing opinion was that he had a somewhat 
atypical pityriasis rubra pilaris, but others favored 
a diagnosis of premycotic mycosis fungoides or 
regarded the lesions as a nonspecific manifestation 
of one of the lymphoblastomas. 

In December, 1957, almost four years after onset, 
the condition of his skin had improved considerably 
without further treatment. Almost all of the hair 
on his scalp had grown back, and some of the 
lesions on the trunk, arms, and legs had cleared, 
with return of the normal amount of hair. Several 
areas of previous involvement had become normal 
and had remained so for 18 months at the time 
of follow-up. 

Case 2—A white youth, 19 years of age, first 
noticed an erythematous lesion 2 cm. in diameter 
on the skin of the left shoulder in June, 1948. The 
eruption spread slowly to involve both shoulders, 
the upper part of the back, and the axillae, with 
elevated, erythematous, scaly plaques, varying from 
1 to 6 cm. gn diameter. Some lesions coalesced to 
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form large plaques. Minute horny papules were 
noted about the pilosebaceous orifices. The patient 
was asymptomatic except for moderate pruritus, 
especially in the axillae, when the lesions were 
irritated by “perspiration and exercise.” The re- 
sults of routine laboratory examinations were nor- 
mal. Examination for fungi was negative. 


The original clinical impression was parapsori- 
asis, but later it was changed to keratosis pilaris. 
Treatment with fungicidal ointment, Pragmatar 
(containing cetyl alcohol-coal tar distillate, near 
colloidal sulfur, and salicylic acid), x-ray (twice), 
and vitamin A orally did not result in improve- 
ment; vitamin A parenterally, given in combination 
with topical application of a sulfur-salicylic acid 
lotion, did. 

In December, 1957, nine and one-half years after 
onset, the patient still had occasional mild recur- 
rences, usually limited to the axillae. As a rule, 
the recurrent lesions healed within a week or two 
without treatment. 


Case 3.—A white man, 22 years of age, first 
noticed loss of hair from a small area on the left 
side of the chin in October, 1954. By January, 1955, 
the original lesion had cleared and the hair had 
regrown, but the eruption had spread over the trunk 
and extremities. The lesions were patchy and 
erythematous, oval-to-round or irregularly curving, 
with sharp margins. The long axis of the patches 
lay in the lines of cleavage; their centers were 
the same color as the margins, and in cold weather 
they were scaly. The initial and subsequent lesions 
were asymptomatic. The results of routine labora- 
tory examinations were normal. Examination for 
fungi was negative. 

The clinical impression was parapsoriasis en 
plaque. The patient received generalized ultra- 
violet light therapy for one month, which resulted 
in moderate improvement and regrowth of hair in 
a few areas. 

Three years after onset, in November, 1957, the 
patient still had occasional recurrences in the winter 
season. 

Case 4.—A white man, 23 years of age, noticed 
several round, slightly elevated, brownish-red 
patches on the chest in October, 1951. They varied 
in size, the largest being 3.75 cm. in diameter, and 
were asymptomatic. The eruption gradually spread 
to the back, arms, legs, and hips. The right eye- 
brow, which was also affected, was singularly scaly. 
Tonsillectomy for chronic tonsillitis was performed 
while the patient was in the hospital. The results 
of routine laboratory examinations were normal. 

The clinical differential diagnosis included num- 
mular eczema, lichen spinulosis, superficial fungus 
infection, and macular leprosy. Treatment, in 1952, 
with half-strength Whitfield’s (benzoic and salicylic 
acid) ointment and multivitamins resulted in defi- 
nite improvement. In 1953, treatment with salicylic 
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acid in acetone and alcohol resulted in the clearing 
of all lesions except those in one region of the 


back. 


In December, 1957, six years after onset, the 
patient still had recurrent lesions and associated 
loss of hair. Many areas had remained clear, and 
there the hair had returned, but new lesions as well 
as recurrent ones still appeared on the back. 


Case 5.—A white youth, 20 years of age, noticed 
a rash on the trunk in August, 1953. By October, 
a number of oval patches, 5.0 to 12.5 cm. in diam- 
eter, had developed, with the long axis in the lines 
of cleavage. Individual patches had a raised border, 
consisting of coalesced reddish papules, and were 
covered with bran-like scales. The hair was lost 
and the sense of touch decreased in the lesions, In 
1955, bilateral axillary lymphadenopathy was noted. 
The results of routine laboratory examinations and 
x-rays of long bones were normal. Fungi could not 
be demonstrated in the lesions. 


Clinically, the differential diagnosis included 
parapsoriasis en plaque, tinea corporis, seborrheic 
dermatitis, mycosis fungoides, and leukemia. The 
patient was treated with 10% salicylic acid, vita- 
min A, 100,000 units by mouth daily, and calamine 
lotion, without improvement. Sulfur-salicylic acid 
cream and half-strength Whitfield’s ointment pro- 
duced somewhat better results, 


In December, 1957, four years and four months 
after onset, the eruption had spread to the face 
and arms and was the cause of considerable annoy- 
ance to the patient. Improvement has been tem- 
porary; the lesions have recurred, and alopecia has 
persisted. 


Case 6—A Negro man, 21 years of age, first 
noticed a mildly pruritic lesion, 2 cm. in diameter, 
in June, 1944. It was located on the left cheek 
just beneath the hairline. At first the lesion was 
flat, increased pigmentation being the prominent 
feature, but in a few weeks it became elevated and 
of doughy consistency. Sensation in the lesion was 
decreased. At the time the facial lesion appeared, 
the patient was being treated with  stibophen 
(Fuadin) for granuloma inguinale of the penis. 
Previously he had been treated for gonorrhea, 
chancroid, and primary syphilis. He also had mild 
asthma. The results of routine laboratory exami- 
nations were normal except the x-ray of the chest, 
which demonstrated a well-calcified primary com- 
plex in the right hilar region. 

The clinical impression was sarcoidosis. The 
skin lesion of the face was not treated. 

In December, 1957, thirteen and one-half years 
after onset, the eruption had spread to the scalp, 
face, atid arms. It was moderately pruritic and 
associated with alopecia. Some areas have cleared 
without treatment, and the hair has regrown; then 
the lesions have recurred, again with loss of hair. 


Johnson et al. 


Case 7.—A Negro man, 21 years of age, noticed 
a whitish spot on the left cheek in September, 
1948. In three weeks it had progressed to a nummu- 
lar plaque, 2 cm. in diameter, which was raised 
and “infiltrated” on palpation. In 1950, he was 
treated for dermatophytosis of the feet and derma- 
tophytid of the hands. The patient’s history re- 
vealed multiple episodes of acute gonorrhea. The 
results of routine laboratory examinations were 
normal. The clinical impression was nummular 
eczema. The patient was presented to the Baltimore- 
Washington Dermatological Society, in October, 
1948, and a diagnosis of lupus erythematosus was 
suggested. 

In December, 1957, nine years after onset, the 
patient’s skin lesions had cleared without therapy 
and had not recurred. 

CasE 8—A white man, 22 years of age, first 
noticed a lesion, 1 cm. in diameter, on the chin in 
April, 1947. It was slightly elevated, pink, oc- 
casionally scaly, and asymptomatic. It increased in 
size during the next three months until it was 5 cm. 
in diameter, with associated loss of hair and de- 
creased sensation to touch. The patient stated that 
his thyroid gland did not function. A sister of the 
patient had died of lupus erythematosus, 

In January, 1958, almost 11 years from onset, 
the eruption still remained localized to the patch 
on the chin, in which alopecia persisted. 


Clinical Course 


Six of our patients were white, and two 
were Negro. Their ages ranged from 19 
to 23 years at the time of onset. All of the 
eight patients were male, but this sex dis- 
tribution probably is only a reflection of 
the predominantly male population of the 
armed forces, from which much of the ma- 
terial at the AFIP is derived. Four of 
Pinkus’? six patients from an unselected 
population were female. 


In six of our patients the initial eruption 
was a single lesion, 1 to 3 cm. in diameter; 
of these, five were on the face and one was 
on the shoulder. In the other two, several 
areas were involved when the skin lesions 
were first noticed. The eruption became 
moderately widespread to generalized in six 
patients and remained localized in two. 
The period of spread varied from a few 
weeks to several months. 

The lesions were flat to slightly elevated 
plaques, and the color ranged from flesh 
or pink to shades of brown. They were 
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Fig. 1—Erythematous, slightly elevated plaque 
on the anterior aspect of the neck is associated 
with loss of hair. AFIP Acc. 643853. 


thickened or edematous and mildly to mod- 
erately scaly. 
Figure 1. 


A typical lesion is shown in 
seen about 
the follicular openings in some areas, and in 


Small papules were 


a few patients the plaques were made up of 
coalesced two 


patches tended to be oval, 


papules. In patients the 
with the long 
Although loss 


of hair at the site of the eruption was speci- 


axes in the lines of cleavage. 


fied in the original records of only two of 
the patients, it was found, on specific ques- 
tioning, that all the patients had noticed 
loss of hair. Hair returned to most regions 
from which the lesions cleared, but occa- 
sionally the return of hair was only partial. 
A few areas in which the lesions appeared 
to have healed and the hair regrown were 
the sites of recurrences and repeated loss 
of hair. 

The eruption usually was asymptomatic 
or mildly pruritic, but occasionally pruritus 
Heat, and tight 
clothing tended to aggravate the condition. 


was severe. perspiration, 


Decreased sensation to touch in the in- 


volved ayeas was noticed by four patients. 
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The general course of the eruption in six 
of the eight patients was progression for 
several months to a few years and then 
regression, with or without treatment. In 
one patient the eruption cleared without 
spread, and in another it remained localized 
to the original site. 

Treatment (see individual case reports) 
seemed to improve the lesions, at least tem- 
but not to alter 
Pinkus 1 
reported that x-ray treatment had definitely 
improved or cured the lesions of three pa- 


porarily in most instances, 
the over-all course significantly. 


tients in his One patient in our 
received two x-ray treatments, but 
Replies to the follow- 
up questionnaire indicate that only one of 
the patients in our study was completely 
free of skin lesions; 


group. 
series 
no effect was noticed. 


one had no symptoms, 
four 
had 


although the original lesion persisted; 
had and 
intermittent recurrences. 


mild recurrences, two have 
severer, 

The differential diagnosis, as predicated 
from the clinical diagnosis suggested for 
the patients in this series, includes para- 
plaque 


superficial fungus 


psoriasis (especially of the en 
type), nummular eczema, 
infection, 


nonspecific 


premycotic mycosis fungoides, 


manifestations of lymphoma, 
pityriasis rubra pilaris, 
seborrheic 


keratosis pilaris, 
dermatitis, 
and 


characteristic of 


lichen spinulosis, 
lupus erythematosus, macular leprosy, 


Dry 


keratosis pilaris and pityriasis rubra pilaris, 


sarcoidosis. skin, 


was observed in four patients; normal skin, 
in three, and oily skin, in one. 


Pathologic Observations 


Tissue sections from the eight patients 
were examined. Marked alteration of the 
pilosebaceous apparatus and loss of normal 
On 


was 


architecture were constant (Fig. 2). 
the whole, 
remarkably 
to case only in the amount of inflammatory 
which, in 


the histologic appearance 
uniform and varied from case 
reaction, our opinion, 
to the duration of the lesion. 


is related 


follicle 
undergo changes so similar that the bound- 
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Fig. 2. — The normal 
architecture of the 
pilosebaceous follicles is 
conspicuously altered. 
Hematoxylin and eosin; 
reduced about 15% from 
mag. X 16. AFIP Acc. 
693163. 





Fig. 3. — Within the 
pilosebaceous follicle 
there are intercellular 
edema, alteration of cells, 
and the formation of cys- 
tic spaces. The inflamma- 
tory infiltrate in the 
corium is minimal at this 
stage. Hematoxylin and 
eosin; reduced 10% from 
mag. X 40. AFIP Acc. 
693163. 





Fig. 4.— The epithelial 
cells within the piloseba- 
ceous follicle are spindle ’ ris r \ l ! 
and stellate. A similar 1E ESER zj i ~ AA a? Ya 
change is seen in the con- È | i> i . E ‘ae d 
nective tissue cells in 
localized myxedema, gen- CSE. : 2 A r 
eralized myxedema, and | y, wif 0% ; AR i 4 
papular mucinosis. Hema- D.. F A ‘eT j PES, 
toxylin and eosin; re- 
duced 10% from mag. 
X 265. AFTP Acc. 235001. 
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ary between the two cannot be recognized. 
Changes within the pilosebaceous appa- 
ratus consist of intercellular edema, altera- 
tion of cells, loss of cohesion between cells, 
formation of cystic spaces, and accumula- 
tion of bluish material, as seen in hema- 
toxylin and eosin preparations (Fig. 3). 
The cells often appear spindle and stellate 
(Fig. 4). The pathologic reaction may in- 
volve any portion of the pilosebaceous appa- 
ratus but is commoner in the middle and 
lower portions and occasionally extends 
throughout the intraepidermal portion of 
the follicle. In the later stages, the entire 
pilosebaceous apparatus may be severely 
affected. 

The altered follicles lose the ability to 
form and maintain normal keratin, and loss 
of hair ensues. Loose keratinous material 
is seen in the upper portion of many fol- 
licles, and a few are plugged with a denser 
keratinous material. Parakeratosis 1s com- 
monly observed in the perifollicular epi- 
dermis but only occasionally elsewhere. 

The inflammatory reaction in the corium 
around the follicle is absent or very mild 
in the early lesion (Fig. 3) and becomes 
more marked as destruction of the pilose- 
baceous apparatus progresses (Fig. So); In 
areas more severely involved, the connective 
tissue membrane is disrupted and a few 
inflammatory cells infiltrate the follicle. 
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The inflammatory-cell content varies but 
consists predominantly of lymphocytes, 
mast cells, and histiocytes. In the later 
stages inflammation 1s occasionally observed 
around the sweat glands. It is our opinion 
that the inflammatory changes in the corium 
are secondary to the changes in the follic- 
ular epithelium. 


The nonfollicular epidermis shows hyper- 


keratosis, mild acanthosis, intercellular 
edema, and, in some instances, spotty para- 
keratosis and even a few lymphocytes 


(Fig. 6). The changes mimic to some de- 
gree those seen in parapsoriasis, pityriasis 
rosea, and seborrheic dermatitis, which also 
have a clinical resemblance to alopecia mu- 
cinosa. The amount of glycogen in the 
prickle-cell layer is increased, as indicated 
by the PAS-positive, diastase-labile material. 

Examination of sections stained by the 
Brown and Brenn, Gomori’s methenamine 
silver, Ziehl-Neelsen, Fite, and Giemsa 
methods did not reveal micro-organisms. 
Moderate destruction of elastic fibers in the 
lesions was demonstrated by the elastic 
stain, and minor destruction of reticulum 
fibers, with Snook’s reticulum stain. The 
Perl reaction for iron was negative in af- 
fected pilosebaceous follicles. This is sig- 
nificant as a control for the modified Hale 
technique for acid mucopolysaccharides, 
which will be discussed with histochemical 


Fig. 5A later stage 
than that in Figure 4. 
The inflammatory reac- 
tion is more intense. 
Hematoxylin and eosin. 


AFIP Acc. 643853. 
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Fig. 6. — The non- 
follicular epidermis shows 
a spotty parakeratosis in 
some instances, moderate 
acanthosis, and a mild 
spongiosis, Hematoxylin 
and eosin; reduced 10% 
from mag. 130. AFIP 
Acc. 643835. 


reactions. With the Fontana stain melanin 
was seen to be absent in the involved folli- 
cles but was normally distributed within 
the epidermis. The amount of inorganic 
ash remaining after microincineration of 
affected pilosebaceous follicles was less than 
from the normal structures. 

Since mucin is the dominant change in 
the lesions, the results of histochemical 
procedures to demonstrate mucin and de- 
termine its nature were of particular impor- 
tance. The toluidine blue stain produced 
definite pinkish metachromasia of the ma- 
terial within the follicles (Fig. 7). The 
results of the mucicarmine stain were mod- 
erately positive (Fig. 8). The modified 
Hale reaction was strongly positive (Fig. 9), 
and a definite but variable amount of the 
positive material was removed by hyalu- 
ronidase digestion for one hour (Fig. 10). 
The Alcian blue reaction was positive, and 
again a definite but smaller amount of the 
positive material was removed by hyalu- 
ronidase digestion for one hour (Figs. 11 
and 12). The deactivated hyaluronidase 
used as a control did not remove any of 
the material positive to modified Hale re- 
action or Alcian blue stains. 

The periodic acid-Schiff reaction demon- 
strated a moderate amount of positive mate- 
rial throughout the involved pilosebaceous 
apparatus (Fig. 13). Most of this material 
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was digested by diastase (Fig. 14), which 


indicates that it is glycogen. This is in 
contrast to the situation in the normal seba- 
ceous gland, where glycogen is noted only 
in the peripheral cells. It has been re- 
ported ê that glycogen accumulates through- 
out the gland when sebaceous cells fail to 
undergo lipidization. The strongly PAS- 
positive material is digested by diastase and, 
therefore, is glycogen. This material is not 
the same as that which shows intense 
metachromasia with toluidine blue. The 
material, which is metachromatic and posi- 
tive to the modified Hale and Alcian blue 
stains, is only weakly positive with the 
PAS reaction. 

In sections from the lesions of localized 
myxedema, generalized myxedema, and 
papular mucinosis, stained by the same 
techniques, the mucinous material, although 
varying in quantity, showed the same quali- 
tative changes as those in alopecia mucin- 
osa. It was metachromatic with toluidine 
blue, positive to mucicarmine, modified 
Hale and Alcian blue techniques, with some 
but not all of the material removed by 
hyaluronidase digestion. 


Comment 


Clinical Aspects —The clinical course of 
alopecia mucinosa varies within the range 
of a single or a few lesions, which heal in 
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a matter of months, to widespread lesions, 
which tend to persist. Most of the cases re- 
ported by Pinkus were of the temporary 
kind; six of ours were persistent. The 
histopathologic features are the same for 
both. Its clinical resemblance to parapsoria- 
sis and premycotic mycosis fungoides raises 
the question whether alopecia mucinosa has 
any relation to these or to lymphoma. There 
was no evidence to support such a relation 
in our eight patients, whose general health 
has remained good. 

The decreased sensation to touch in the 
lesion, noted by four of our patients, has 
not been explained, but the lack of hair to 
aid in the stimulation of receptor endings 
may be one factor. 

A history of allergy was elicited from 
only one patient, who had mild asthma. 
One patient stated that his thyroid gland 
did not function, but all the others believed 
their thyroid and glandular function to be 
normal. Replies to specific questions indi- 
cated that none of the relatives or friends 
of any of our patients have had a similar 
skin condition. This rules against familial 
or infectious etiology. 

Pathologic Aspects—The presence of 
mucin in the pilosebaceous follicle is the 
most unusual aspect of this condition. The 
epithelial cells have ceased to produce lipids 
and are either producing or degenerating 
into mucin. Many of the epithelial cells 
have become stellate, resembling the embry- 
onal or fibroblastic connective tissue cell 
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seen in myxedema and papular mucinosis 
and also in the umbilical cord. This leads to 
speculation as to whether the stellate ap- 
pearance of the cells is due to increased 
amounts of mucin or whether it is an in- 
herent characteristic of mucin-secreting 
cells. 

Histochemistry.—1. Interpretation: Mu- 
cins, cartilage, and the granules of mast 
cells exhibit metachromatic staining with 
toluidine blue.? That the material is mu- 
cicarmine-positive indicates only that it 1s 
mucin? but does not classify it further. 
Alcian blue was introduced as a specific 
stain for mucins by Steedman, in 1950.° 
According to Pearse,® it stains the acid 
mucopolysaccharides of epithelial and con- 
nective tissue mucins but does not stain 
most mucoproteins. The exact nature of 
the hyaluronidase-labile substance is not yet 
settled. Pearse? is of the opinion that 
reversal of metachromasia in parafhn-em- 
bedded tissue sections by one to three hours 
of digestion with testicular hyaluronidase 
indicates that the substance is a mucopoly- 
saccharide, either hyaluronic acid or chon- 
droitin sulfate A or C or both. According 
to Meyer and Rapport,’® testicular hyalu- 
ronidase will digest hyaluronic acid and 
chondroitin sulfate Types A and C, while 
chondroitin sulfate B resists digestion by 
both testicular and bacterial hyaluronidase. 
However, it has been pointed out by Pearse ” 
that the results from hyaluronidase diges- 
tion of formalin-fixed paraffin tissue sec- 


Fig. 7—Metachromatic staining of the substance within the pilosebaceous follicles indicates 
that it is a mucin. Toluidine blue; X 18. AFIP Acc. 643853. 


Fig. 8—The substance is mucicarmine-positive, which confirms its mucinous nature. Muci- 


carmine stain; X 110. AFIP Acc. 693163. 


Fig. 9—The pilosebaceous follicles at the left are relatively normal and do not show the 


intensive blue staining seen in the altered follicles at the right. 


xX 14. AFIP Acc. 194030. 


Modified Hale technique; 


Fig. 10—Most of the bluish staining substance is removed after hyaluronidase digestion 
for one hour. This indicates the substance is hyaluronic acid and/or simple chondroitin sulfate. 
Modified Hale technique with hyaluronidase digestion; X 14. AFIP Acc. 194030. 


Fig. 11—The substance within the follicles stains intensely positive with Alcian blue. 


Alcian blue stain; X 37. AFIP Acc. 693163. 


Fig. 12—Most of the substance is again removed by hyaluronidase digestion for one hour. 
Alcian blue with hyaluronidase digestion; X 37. AFIP Acc. 693163. 


Fig. 
mucinous substance. PAS reaction; X 300. 


13.—The strongly PAS-positive substance is not within the cystic spaces as is the 
AFIP Acc. 235001. 


Fig. 14—The strongly PAS-positive substance, seen in Figure 13, is removed by diastase 
digestion, which indicates it is glycogen. PAS with diastase digestion; X 300. AFIP Ace. 


235001. 
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ALOPECIA MUCINOSA 


tions cannot always be correlated with the 
typing just described. The colloidal iron 
technique of Hale’! was considered origi- 
nally to be specific for acid mucopolysac- 
charides, since dialyzed iron combines with 
the sulphate groups of mucopolysaccharides 
or the uronic acid groups of hyaluronic 
acid. This specificity is now questioned. 
According to Lillie,‘ the Hale method stains 
epithelial and connective tissue mucins, the 
nucleus pulposus, and parts of cartilage a 
deep blue and the connective tissue fibers 
a light blue. 

The PAS reaction is usually positive 
with polysaccharides, mucopolysaccharides, 
mucoproteins and glycoproteins, and glyco- 
lipids and certain other lipids. However, 
it has been noted? that those mucins which 
show bluish staining with hematoxylin and 
eosin and strong metachromatic staining 
with toluidine blue are weakly positive or 
negative with the PAS reaction. We ob- 
served this to be true of the mucin in 
alopecia mucinosa and also of the mucins 
in generalized myxedema, localized myxe- 
dema, and papular mucinosis. 

2. Related Chemical Analyses: The 
ground substance of human skin was ana- 
lyzed chemically by Pearce and Watson,™ 
who found that it consisted of approxi- 
mately equal parts of hyaluronic acid and 
chondroitin sulfate. They also analyzed the 
skin in localized myxedema '* and observed 
that both hyaluronic acid and chondroitin 
sulfuric acid were greatly increased. The 
chondroitin sulfate of pigskin, by its higher 
optical rotation, was found to be Type B, 
by Meyer and Chaffee.* It has been as- 
sumed that the chondroitin sulfate of 
ground substance in man is also of Type B. 

3. Results: We have observed that the 
mucinous material in alopecia mucinosa 
exhibits intense metachromasia with tolu- 
idine blue stain, is positive with mucicar- 
mine, weakly positive with PAS, strongly 
positive with Alcian blue and modified Hale 
stains, and is partially removed by hyalu- 
ronidase digestion. This indicates that the 
material is an acid mucopolysaccharide and 
consists of hyaluronic acid or chondroitin 
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sulfate or both. No definite statement can 
be made as to the type or types of chondro- 
itin sulfate present. One can speculate that 
Type B is present, because digestion with 
hyaluronidase is incomplete and because the 
staining characteristics are similar in alo- 
pecia mucinosa to those observed in local- 
ized myxedema. 

Of the other known mucinous conditions 
of the skin, localized myxedema and gen- 
eralized myxedema are associated with dis- 
ease of the thyroid gland; the cause of 
papular mucinosis is unknown. Cawley and 
associates }° have reported that the mucins 
in generalized myxedema, localized myxe- 
dema, and papular mucinosis show the same 
qualitative histochemical staining with the 
Alcian blue technique. The histochemical 
staining of the mucin in these three condi- 
tions is almost identical with that in alo- 
pecia mucinosa, even though the mucin is 
of connective tissue origin, in contrast to 
that of alopecia mucinosa, which is of epi- 
thelial origin. We doubt the value of using 
the terms “epithelial mucin” and “connec- 
tive tissue mucin” other than to indicate the 
source, since the mucin in the four condi- 
tions appear to be similar. 


Conclusions 


In our opinion, the pathogenesis of alo- 
pecia mucinosa as a clinical and pathologic 
entity is primarily a change in the epithelial 
cells within the pilosebaceous follicle, which 
results in the accumulation of mucin, in- 
flammation in the corium being secondary. 
The mucinous material is an acid mucopoly- 
saccharide and consists of hyaluronic acid 
or chondroitin sulfate or both. Pinkus ? 
suggested that the disease may be infec- 
tious, perhaps of viral etiology. We inter- 
pret the lack of evidence of contagion, the 
chronicity and the recurrent nature of the 
eruption, and the histochemical similarity 
of the mucin to that seen in myxedema to 
indicate a metabolic process. 


Summary 


The clinical and pathological changes in 
eight patients with alopecia mucinosa are 
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discussed. Clinically the process is charac- 
terized by single or multiple, mildly ery- 
thematous plaques, associated with loss of 
hair. In six patients the eruption became 
widespread and chronic. 

The diagnostic histopathologic change 
occurs in the pilosebaceous follicle and con- 
sists of intercellular edema, alteration of 
cells, formation of cystic spaces, and accu- 
mulation of mucin and, to a smaller extent, 
glycogen. There is loss of hair within the 
follicles and an inflammatory reaction in 
the surrounding corium. The mucin shows 
histochemical staining similar to that seen 
in generalized myxedema, localized myxe- 
dema, and papular mucinosis. The histo- 
chemical stains are interpreted as indicating 
the mucinous material is composed of 
hyaluronic acid and/or chondroitin sulfates. 

The pathogenesis is believed to consist 
primarily of a change in the epithelial cells 
of the pilosebaceous follicle, with secondary 
loss of hair and inflammation in the corium. 

The etiology of alopecia mucinosa is un- 
known, but our evidence suggests a meta- 
bolic process rather than a specific infectious 
agent. 


Armed Forces Institute of Pathology (25) (Dr. 
Helwig). 
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Elastosis Perforans Serpiginosa 


Elastoma Intrapapillare Perforans Verruciforme or Keratosis Follicularis 
Serpiginosa (Clinical and Histological Study of First Cases in the United 


States) 


JOSEPH M. HITCH, M.D., Raleigh, N. C., and HERBERT Z. LUND, M.D., Greensboro, N. C. 
With the Cooperation of R. J. Morgan, M.D.; D. G. Welton, M.D., and I. D. London, M.D. 


In 1953, Lutz? described a striking arci- 
form eruption of the neck in a young boy 
and assigned to it the name keratosis follic- 
ularis serpiginosa. The biopsy was super- 
ficial; the histological studies were 
sketchy, and the full histopathologic pic- 
ture was appreciated only in a later review 
of this case by Miescher.? The disease was 
reported again in 1955, when Beening and 
Ruiter * recorded a similar case in a young 
girl. The next case reported was that of a 
young boy, seen by Miescher ? in 1954 and 
published the following year. Having the 
advantage of the histologic specimen from 
the patient of Lutz, he appreciated that the 
disease was identical to that described by 
him but on histologic grounds disagreed 
with the suggested pathogenicity and pro- 
posed the name elastoma intrapapillare per- 
forans verruciforme. In 1956, Gruneberg + 
reported three cases which he believed to 
be identical. He in general followed the 
concept of Lutz but, feeling that follicular 
distribution was not obligatory, proposed 
the name keratosis follicularis et parafollic- 
ularis serpiginosa. In 1956, Miescher ® re- 
ported his second case and found no reason 
to amend his previous findings. Ruiter, in 
a second publication ê dealing with the same 
patient previously reported by Beening and 
Ruiter, agreed with the concept of Miescher 
in regard to pathogenesis of the disease. 

Marshall and Lurie‘® observed two 
youthful patients with this disease and pub- 


Submitted for publication Aug. 7, 1958. 

Read before the Section on Dermatology at the 
107th Annual Meeting of the American Medical 
Association, San Francisco, June 25, 1958. 


lished their findings in 1956 and 1957. Their 
studies led them to conclude that the pri- 
mary lesion resulted from rupture of hair 
follicles, probably due to ingrowing lanugo 
hairs and possibly due to rupture of sweat 
ducts. Furthermore, they thought the fibers 
peculiar to this disease were collagenous 
rather than elastic. 

The last case reported was that of a 
young boy, by Dammert and Putkonen ® 
in 1958. This patient was shown as Case 41 
at the XI International Congress of Derma- 
tology,’® Stockholm, in 1957. In discussion 
S. Borelli cited two patients in Munich, 
one a young girl, one a mongoloid idiot. 
He questioned if others were also mongoloid 
or if this cutaneous disease was characteris- 
tically associated with neurologic disorders. 

Other cases specifically identified with 
this condition which have come to our atten- 
tion are perhaps five presented by Haber +! 
at a meeting of the British Association of 
Dermatology in 1956 as “a peculiar papil- 
lary eruption of the neck.” Presently no 
detailed information is available on these 
patients. Within the past few months one 
of us (H. Z. L.) had the opportunity of 
examining a section from another case 
originating in North Carolina. The histo- 
logic findings were identical with the con- 
dition under discussion. Lupton!” saw 
this patient, a 14-year-old white girl, and 
described the lesions as small multiple rings 
suspected clinically of being a “type of 
granuloma.” In distinction to the other 
cases, the lesions were limited to the chin. 

Other publications relating to this disease 
are a short survey by Fegeler and Bertlich ¥ 


73/407 


and a discussion largely following the 
concept of Miescher, in “Histologie der 
Hauskraukheiten” (1957), by Gans and 
Steigleder.” 

Several authors have drawn attention to 
a case reported by Fischer,!® in 1927, as 
an example of hyperkeratosis follicularis et 
parafollicularis in cutem penetrans (Kyrle ) 
which had several aspects suggestive of the 
disease we are describing. However, be- 
cause of the brevity of the report and lack 
of illustrations, we did not feel justified in 
including it in our tabulations here. 

In 1956, Miescher '® reviewed the histo- 
logic material from a patient previously 
reported by him as “typical morbus Kyrle” 


and found that the histologic changes were 


Fig. 1.—Unstained glycer- 
ine preparation of material 
obtained by curettage of the 
papules in Case 1, showing 
coiled intertwined 
(elastic fibers?). 


filaments 
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essentially the same as those in his later 
patient, described under the title “Elastoma 
Intrapapillare Perforans Verruciforme.” In 
his patient diagnosed as having Kyrle’s 
disease, it is to be noted that the lesions 
were on the extremities but concentrated 
about The latter 
location is also that favored sometimes by 


the knees and elbows. 
the peculiar elastosis we are describing. 
We have, however, excluded Miescher’s pa- 
tient (“morbus Kyrle”) from our tabula- 
tions, since he himself left open the question 
of identity. 


Report of Cases 


Case 1—A female mulatto student nurse of 17 
years, previously a rural dweller, was first seen in 
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TABLE 1.—Certain Data on Five Cases Originating in United States, Listed in Order 
of Year of Onset of Disease 
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Age of Remarkable 
Onset, Yr. of Family Concomitant 
Case Source Sex Race ET- Onset Occupation Residence History Disease 
1 Hitch & Lund F Mu- 16 1950 Student Rural S. E., None None 
latto U. S. A. 
2 Hitch & Lund M wW 17 1951 Student Small town None Congenital blue 
S. E., U. 8. A. sclerae 
3 Morgan M wW 14 1951 Student Urban S. W. Mammary cancer None 
ie. A. (mother) 
4 Welton M W 14 1952 Student Small town Pathologic bone Pathologic bone 
S: Ey U SA, fractures fractures 
(paternal) 
5 London M WwW 10 1956 Student Military camp None None 


1951. One year before she noted an asymptomatic 
“red ring with clear center” on the right side of 
the neck. This expanded slowly, and one month 
later a similar lesion appeared in symmetrical posi- 
tion on the left side of the neck. Six months later, 
grouped firm papules appeared over both angles 
of the mandible and on the extensor surface of 
the right forearm just below the elbow. 

Systems, Familial Histories, and Physical Ex- 
anunation.—These, other than examination of the 
skin, were inconsequential. 

Laboratory Examinations.—Laboratory examina- 
tions, which included complete blood cell counts, 
urinalysis, tuberculin, trichophytin and oidiomycin 
intradermal tests, sedimentation rate, blood levels 
for sugar, nonprotein nitrogen, and serologic test 
for syphilis, were normal. Scrapings from the 
lesions failed to show fungi when processed with 
potassium hydroxide or to produce growth on 
Sabouraud’s medium. Debris obtained by curettage 
of the papules repeatedly showed intertwined fila- 
mentous elements (Fig. 1). 

Examination of Skin—The skin was found to be 
of normal texture, ruddy-brown, freckled, and 
supporting red hair in normal female distribution. 

Both sides of the neck exhibited large papules 
which were firm and bright-red to saffron, with 
abrupt sides and distributed singly or more strik- 
ingly in an arciform configuration bounding an 
area of 2.5 cm. diameter (apparently representing 
the “healed” site of former activity cleared by 
centrifugal expansion), with an incomplete wall of 
adjacent papules (Fig. 2). Each papule presented 
a keratotic cap which was firmly adherent and on 
forceful dislodgment left a bleeding crater. The 
skin of the central cleared region of the larger 
lesions was hypopigmented, slightly rigid, and the 
site of prominent follicular orifices. Hair growth 
was not interrupted in either the active papules 
or the cleared central portion of the annular lesions. 
At both angles of the mandible and on the extensor 
surface of the right forearm just distal to the 
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elbow were groups of sparse similar papules which 
were discrete and without special arrangement. 

Course.—The course of the disease was followed 
for six months, during which time the oldest 
papules faded spontaneously, leaving circular areas 
of hypopigmentation and patulous follicular orifices 
unconfined, while a few new discrete similar papules 
appeared in adjacent sites (Fig. 3). No treatment 
was employed. 

CasE 2.—A white male college student of 18 
years, raised in a small southeastern town, was first 
seen in 1952. One year previously asymptomatic 
discrete papules had appeared on the right side of 
the neck, followed shortly by similar lesions on 





Fig. 2 (Case 1).—Right neck. Original examina- 
tion one year after onset. Skin over which erup- 
tion has centrifugally expanded is somewhat 
hypopigmented. Absence of interference with hair 
growth is evident. 
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Fig. 3 (Case 1).— 
Right neck, showing con- 
siderable resolution six 
months after the situation 
exhibited in Figure 2. 
The linear lesion in right 
center is a biopsy scar. 


the left side of the neck. These slowly multiplied, 
forming annular lesions. The borders became more 
elevated and roughened and assumed a deeper red 
color with age. In the later stages there was 
occasional pruritus, and the friction of clothing 
produced slight pain and burning. Topical therapy 
with unknown preparations had been ineffective. 

Systems, Familial Histories, and Physical Ex- 
amination.—Findings were not remarkable except 
for blue sclerae (congenital). 





Fig. 4 (Case 2).—Right neck one year after 
onset. “Shagreen” texture of central cleared region 
and preservation of hair are shown. 
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Laboratory Examinations.—Laboratory examina- 
tions, which included complete blood cell counts, 
urinalysis, serologic test for syphilis, sedimentation 
rate, and the usual examinations for fungi, were 
normal. Curettements of the papules on several 
occasions showed coiled filaments as described in 
Case 1. 


Examination of Skin—The skin was generally 
that of a normal young adult brunette man. The 
grouped lesions occupied symmetrical positions on 
both sides of the neck at the hair line. The indi- 
vidual papules were identical with those described 
for Case 1; here, however, they were limited to 
the neck and were confined to two incomplete 
roughly annular groups with a few satellite papules. 
The central regions were of normal color and 
presented a “cobblestone” or “shagreen” texture. 
Since these lesions were at the hair line, there was 
an opportunity to observe the fact that hair was 
present in both the papules and the central regions 
of the annular lesions (Figs. 4 and 5). 


Course—The course of the disease was followed 
personally for 14 months without observed change. 
However, on the patient’s last visit he reported 
that when at the seashore for two months all 
lesions “completely disappeared,” only to recur 
promptly when he returned inland. The patient 
said that on many occasions some of the papules 
would “puff up and become tender for a day or so,” 
then subside spontaneously. One such papule was 
observed which was at the site of an old biopsy 
wound and on incision yielded yellow pus hemo- 
lytic Staphylococcus pyogenes var. aureus). From 
1954 to 1956 the patient was in military service 
and was seen occasionally by other dermatologists 
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Fig. 5 (Case 2).—Left neck one year after 
onset. 


(Drs. James and Charles Anderson, Norfolk, Va.), 
who obtained more biopsy specimens, which are 
included in this study. In 1956 (five years after 
onset), the patient wrote: “The spreading seems 
to have stopped and the eruptions slowly dis- 
appearing. Now all that is visible is the lower half 
of the circles where there are a few small erup- 
tions. No new ones in the last 18 months.” 
Treatment had consisted of pantothenyl alcohol 
(Panthenol) and iodochlorhydroxyquin creams. 
Case 3 (Courtesy of Dr. Robert J. Morgan, 
Oklahoma City)—A white male student of 16 
years, from a “well-to-do” urban background, was 
first seen by Dr. Morgan in 1953. He had pre- 
viously been treated by several other dermatologists 
without benefit. Therapy had included x-radiation, 
several topical and systemic antibiotics, and cryo- 
therapy. The patient reported that he first noted 
asymptomatic papules on the lateral aspects of the 


neck two years before this time, described by other 
dermatologists as “follicular pustules.” With time 
the number of papules increased and formed pat- 
terned groups. 

Systems, Family Histories, and Physical Exami- 
nation.—These studies revealed that the patient’s 
mother had carcinoma of the breast with metastasis 
to the scalp. Physical examination revealed a nor- 
mal athletic man. 

Laboratory Examinations.—Laboratory examina- 
tions, consisting of bacterial and fungous cultures, 
yielded only banal growths which were not con- 
sidered etiologically important. 

Examination of Skin—This showed on both 
posterolateral aspects of the neck at the hair line 
several firm, keratotic, bluish-red, squamous pap- 
ules situated both at and between follicular orifices. 
The papules were often angular and frequently 
coalesced into linear pattern. One group of lesions 
was annularly disposed with central atrophy. 

Course.—The course of the disease was unaltered 
by topical antibiotics, phenol, sulfonamides, am- 
moniated mercury, hydrocortisone, iodochlorhy- 
droxyquin (Vioform), and cryotherapy. Ultraviolet 
light, x-radiation (75 r X6, weekly), and thorium- 
X were also ineffective, as were systemic arsenic, 
calciferol (vitamin Də), bismuth, and cortisone. 
Subcutaneous hydrocortisone appeared to produce 
temporary improvement, while dermabrasion 
seemed to worsen the eruption. By 1957 the lesions 
had cleared spontaneously. 

Case 4 (Courtesy of Dr. David G. Welton, 
Charlotte, N. C.)—A white male student of 16 years 
was first seen by Dr. Welton in 1954. He lived in 
a small southeastern town. He had been examined 
previously by several dermatologists, and biopsies 
had been performed. In 1952, he developed a 
lesion on the neck just posterior to the ear at the 
hairline. Shortly thereafter a similar lesion ap- 
peared in the same position on the other side of 
the neck. Both gradually expanded. Scratching 
was admitted. He had been treated with x-radia- 
tion, vitamin A, oral bismuth, and chloraquine 
without benefit. 


TABLE 2.—Certain Data on Previously Reported C ases, Listed in Order of Publication 


Age of Remarkable 
Onset, Yr. of Family Concomitant 
Case Source Sex Race YE Onset Occupation Residence History Disease 
A Lutz M W 14 1945 Urban Switzer- ? ? 
land 
B Beening & Ruiter F W 13 1951 None ? Holland ? Mongoloid idiocy 
? 
C - Meischer Case 1 M W 10 1953 ? Switzerland None ? 
? 
D Gryneburg Casel M W 16 ? ? Germany Consanguinity None 
? 
E Gruneburg Case 2 ? ? 13 ? ? Germany ? ? 
F Gruneburg Casee3 M W 16 1954 ? Germany ? ? 
? 
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TABLE 3.—Certain Data on Previously Reported Cases, Listed in Order of Publication 

















Age of Remarkable 
Onset, Yr. of Family Concomitant 
Case Source Sex Race Tr. Onset Occupation Residence History Disease 
G Miescher Case 2 M W 19 1955 Laborer ? Switzerland None ? 
D 
H Marshall & Lurie M W 9 1950 ? South Africa None None 
Case 1 
I Marshall & Lurie M ? 11 1955 ? South Africa None None 
Case 2 
J Dammert & M W 10 1950 ? Finland ? None 
Putkonen 
Systems, Histories and Physical Examination—  fludrocortisone ointment. In 1957 the skin was 
These revealed “nervousness” and multiple patho- clear. 


logic bone fractures (paternal inheritance). 

Laboratory Examinations. — Laboratory work 
consisted of microscopic examination and culture 
of scrapings from the lesions. These showed, re- 
spectively, single and budding cells and a pigmented 
cryptococcus. 

Examination of Skin—This revealed an acne- 
seborrhea complex and on both sides of the neck at 
the hairline a group of verrucous, erythematous, 
crusted papules. , Some were discrete, while others 
were in arciform configuration. On both sides of 
the neck a group of papules formed an oval out- 
line encompassing a dusky-red central region meas- 
uring 6.02.0 cm. which supported a few similar 
papules. Hair growth was not obliterated in the 
subsiding” region surrounded by 


ec 


papules or the 
them. 
Course-—The course of the disease was that of 
slow improvement, which appeared to result from 
applications of bichloracetic acid (Fig. 6) and a 


Fig. 6 (Case 4)—Le- 
sions, left neck, of two 
years’ duration and al- 
tered by treatment with 
bichloracetic acid. (7?) 
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Case 5 (Courtesy of Dr. Irving D. London, 
Montgomery, Ala.).—A white boy of 10 years was 
first seen by Dr. London in 1957, when he com- 
plained of lesions on the posterior neck which had 
been present since 1955. At that time he was living 
at a military camp in southeastern United States. 
Formerly, the patient was a city dweller. Since 
onset the asymptomatic lesions had increased in 
number and become arciform. 

Systems, Family Histories, and Physical Ex- 
amination.—These revealed a well-developed boy. 
The hair was red, but the skin was somewhat 
darker than that usually associated with this hair 
color. 

Laboratory Examinations.—Laboratory examina- 
tions consisted of cultures for fungi, which were 
without growth. 

Examination of Skin—This revealed grouped 
keratotic, flesh-colored papules disposed in a 1.5 cm. 
arciform pattern on the midposterior aspect of the 
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TABLE 4.—Certain Data on Five Cases Originating in United States 
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Original Original 
Location Clinical Histologic 
Case Source of Lesion Course Impressions Impressions 
1 Hitch & Lund Neck, jaw, At 6 mo. some fading, Lichen planus Juvenile elastoma, 
elbow new appearing porokeratosis, my- 
cotie infection 
(A.A. D. & 8.)* 
2 Hitch & Lund Neck Almost clear at 5 yr. Same as Case 1 Same as Case 1 
(A. A. D. & 8.)* 
3 Morgan Neck Spontaneous healing, Follicular lichen Same as Cases 1 and 2 
6 yr. planus, Hailey- (Cooper) + 
Hailey disease 
4 Welton Neck Clear in 5 yr. Granuloma Annulare; Pyoderma, elastosis, 
Hailey-Hailey granuloma 
disease Same as Case 1 (Lund)t 
5 London Neck No change after 2 yr. None Lutz-Miescher disease 


(Pinkus) § 


rr NZS 


* Studied by the Histopathology Panel of the American Academy of Dermatology & Syphilology. 
t Studied by Dr. Zola Cooper and recognized as the same process seen previously by her at the American Academy of Dermatology 


and Syphilology. 


t Studied by several pathologists with divergent opinions. Recognized by Lund as the same process as exhibited in Case 1, which 


he had the opportunity cf seeing previously. 


§ Specimen examined by Dr. Hermann Pinkus after the publications of Lutz and Miescher and recognized as the same process. 


neck below the hairline (Fig. 7). A smaller arci- 
form group of similar lesions was present just 
below the right ear. The encompassed skin was 
of normal texture. 

Course.—The course of the disease was that of 
persistence, since following treatment with solid 
carbon dioxide the lesions recurred though not in 
arciform distribution, and after biopsy a larger 
recurrence appeared. 





Histologic Studies 


Adequate specimens for histologic examination 
were available from all the cases presented here 
except Case 3. In this instance the biopsy specimen 
could not be obtained by us, but the specimen was 
studied by Dr. Zola Cooper (deceased) who had 





Fig. 7 (Case 5).—Appearance of lesions three 
years after onset. 





also examined the material from Case 1. She 
found them the same. This, together with the 
obvious identity of the clinical manifestations, 
justifies the inclusion of Case 3. 

The verrucous nature of the lesion is explained 
by marked acanthosis, with the formation of pene- 
trating epidermal pegs and reactive proliferation 
of connective tissue in the papillary and subpapil- 
lary layers. The pathognomonic feature of the 
lesion, however, is a peculiar proliferation of fibers 
resembling elastica. These often penetrate into 
the epithelium of rete ridges and the margins of 
follicles and sweat glands, and here and there open 
a channel to the cutaneous surface. 


The elastosis is described first. The collagenous 
and elastic fibers of the deep cutis appear normal. 
In the uppermost part of the reticular layer and in 
the subpapillary layer there is an increased number 
of fibers which are acidophilic with hematoxylin 
and eosin stain and which react as elastica under 
both resorcinol and orcein stains. The contrary 
opinion of Marshall and Lurie that these are 
altered collagen is discussed below. 


The fibers tend to be layered, although a few 
may be dispersed among the normal collagenous 
bundles, and their course tends to parallel the sur- 
face of the skin. Groups of fibers may deviate 
into the dermal papillae. The changes are brought 
out more strikingly by elastic Van Gieson or acid 
orcein techniques (Fig. 8), and there is an aston- 
ishing contrast with the normal and comparable 
skin, which is shown in Fig. 9. This specimen was 
obtained from the posterior neck of a 19-year-old 
girl without cutaneous disease. Although Miescher 
has stressed the presence of intrapapillary elasto- 
mas, most papillae are free of this alteration. Here 
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Fig. 8—Elastosis of 
the stratum reticularis, 
extending on the right 
side into the papillary 
layer and just to the right 
of the center of the field, 
penetrating the epidermis. 
On the left there is a 
zone of newly formed 
connective tissue between 
the epidermis and stratum 
recticularis. This con- 
nective tissue is relatively 
free of elastic fibers. 
Orcein and Giemsa stain; 
mag. X 26. 


and there a group of coarse elastic fibers continues 
from the subpapillary layer into the papillae, and 
in these sites the normal fine elastic fibers which 
ordinarily palisade below the basal cells of the 
epidermis are diminished or lost. 

It is our impression that the fibers in question 
are broader and more refractile than normal elastic 
fibers. However, like normal elastic fibers, they are 
acidophilic, but the degree varies. In some instances 
they are as brilliantly red and refractile in hema- 
toxylin and eosin preparations as the internal elastic 
lamina of an artery. In others staining is slight. 
The ferrocyanide reaction fails to demonstrate the 
presence of iron in these fibers. The periodic acid- 
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Schiff reaction is negative. The fibers are indif- 
ferently stained by Gram’s method, and they 
contain no acid-fast or sudanophilic material. 

The penetration into epithelium by the altered 
elastic fibers is unique. It is usually in the depth 
of a rete ridge or into the margin of a hair fol- 
licle. The fibers are dispersed among squamous 
cells, or there may be loosening and disintegration 
of the epithelium around a cluster of penetrating 
fibers. Here and there a channel is formed which 
extends to the surface of the skin. The channels 
are often parafollicular (Fig. 10), but entrance 
into the lumen of a follicle was never demonstrated 
even with serial sections which were done on part 


Fig. 9.—Elastic fibers 
of normal skin for com- 
parison with Figure 8. 
This specimen was ob- 
tained from the postero- 
lateral aspect of the neck 
of a 19-year-old white 
girl. Orcein-toluidine blue 
stain; mag. X 26. 
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TABLE 5.—Certain Data on Previous 


ly Reported Cases, Listed in Order of 


Publication—Evident Familiarity with the Original Publication by Lutz 
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Original Original 
Location Clinical Histologic 
Case Source of Lesion Course Impressions Impressions 
A Lutz Neck ? ? Unusual blastogenesis of 
hair follicle 
B Beening & Ruiter Neck Older lesions clearing ? Lutz disease 
New lesions at 3 yr. 
© Miescher Case 1 Neck ? Lutz or Kyrle disease Lutz disease 
D Gruneberg Case 1 Neck, elbow Persistent at 414 yr. Like Kyrle disease Lutz disease 
E Gruneberg Case 2 Elbows ? Keloid following Lutz disease Lutz disease 
biopsy 
F Gruneberg Case 3 Neck Persistent at several Lutz disease Lutz disease 


months 


i 


of the material in two cases. The perforation to 
the surface may be abrupt (Fig. 10), or it may be 
tortuous (Fig. 11). The tortuous channel com- 
mences at the depth of a rete ridge and continues 
through the rete and stratum corneum in a manner 
similar to that of a sweat duct. In serial sections 
in two of our cases no entrance into sweat ducts 
was demonstrated, although a random section 
showed, in a single instance, disruption of a sweat 
duct at the dermoepidermal junction by penetrating 


elastic fibers, but no channel to the surface was 
formed. 


Perforating channels not only contain the pecul- 
iar elastic fibers but around these there is much 
basophilic granular material (Figs. 12 and 13), 
the nature of which is obscure. This granular 
material appears to be periodic acid-Schift-positive. 
It is mostly extracellular but is also enclosed in 
adjacent phagocytes and epithelial cells. In the 
superficial part of the channel there is a variable 
degree of hyperkeratosis and parakeratosis with 
desquamation of keratotic cells. The elastic fibers 
in the subpapillary layer are comparatively straight 
or dispersed in broad sweeping curves, but where 
they penetrate into the epithelium they are more 
irregular, being crumpled, twisted, or pleated. 


Fig. 10—A _parafol- 
licular penetration of the 
epidermis. Hematoxylin 
and eosin; reduced 10% 
from mag. X 24. 
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Occasionally, there are “knobs” projecting laterally 
from the fibers. In the perforating channels they 
often show a slight peripheral basophilia and a 
diminished or lost affinity for resorcinol and orcein. 

The stratified elastic fibers in the upper part of 
the stratum reticularis provoke little reaction, but 
at the dermoepidermal and dermofollicular junc- 
tions there is a variable degree of fibroblastic, 
histiocytic, and giant-cell reaction. The reactive 
tissue may accumulate into a thick plaque sepa- 
rating the epidermis and stratum reticularis. In 
such situations the elastic fibers are apt to be 
sparse, probably the result of disintegration. 
Fragments of elastic fibers are sometimes enclosed 
in the cytoplasm of giant cells (Fig. 14). In the 
reactive regions of the corium are also found 
lymphocytes and plasma cells, and occasionally at 
the sites of epidermal penetration, neutrophilic 
granulocytes. 

Acanthosis is of variable degree. In some in- 
stances it is slight. 
irregularly penetrating 


In others there are many 


strands in the imma- 


ture connective tissue described above. At the depth 
or margins of these strands there is usually a 
focus of penetrating elastic fibers. 
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Fig. 11.—A tortuous perforating channel. 
Note also the reactive acanthosis. Hema- 
toxylin and eosin stain; mag. X 24. 


Fig. 12—The deepest portion of a 
perforating channel in the epidermis 
showing the penetration of elastic 
fibers from the dermis. Higher in the 
channel reactive parakeratosis is seen. 
Hematoxylin and eosin; mag. X 100. 


Fig. 13.—An_ intraepi- 
dermal portion of a per- 
forating channel. The 
coarse elastic fibers seen 
have a zone of basophilic 
staining material at their 
periphery. Also in this 
channel there is much 
basophilic debris of un- 
known nature. Hema- 
toxylin and eosin; mag. 


x 390. 


Fig. 14. — Giant-cell reaction. 
Portions of elastic fibers are en- 
gulfed (arrow). 
pronounced histiocytic proliferation 
and lymphocytic infiltration. Hema- 
toxylin and eosin; mag. 390. 


There is also a 





Fig. 


15.—“*Healed” 
portion of a lesion. 
moderate acanthosis. 


central 
Note the 
The tissue 


beneath the epidermis appears 
to be newly formed collagen 
bundles. A few abnormal elastic 
fibers persist in the upper part 
of the stratum reticularis but 
are not shown in this feld. 
Hematoxylin and eosin; mag. 


TABLE 6.—Certain Data on Prez 
Publication—Evident Familiarity with the Publications of Lutz and Miescher 
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nously Reported Cases, Listed in Order of 








Original Original 
Location Clinical Histologic 
Case Source of Lesion Course Impressions Impressions 
G Miescher Case 2 Neck ? Lutz-Miescher disease Lutz-Miescher disease 
H Marshall & Lurie Neck New lesions at 6 mo.; Porokeratosis Lutz-Miescher disease 
Case 1 keloid following 
. biopsy 
I Marshall & Lurie Neck Keloid following Lutz-Miescher disease Lutz-Miescher disease 
Case 2 biopsy 
J Dammert & Putkonen Neck Persistent at 7 yr. Lutz-Miescher disease Lutz-Miesclter disease 








A biopsy specimen of the central “healed” part 
of one lesion (Fig. 15) shows comparatively little 
pathologic change with hematoxylin and eosin 
preparations. However, in an elastic Van Gieson 
preparation a zone of coarse elastic fibers persists 
in the upper part ef the stratum reticularis and 
there is an occasional papilla into which the coarse 
fibers have deviatec. Between the reticular layer 
and the epidermis there is a zone of fibrous tissue 
of varying thickness. This tissue consists of closely 
packed collagenous bundles distinguished from the 
stratum reticularis òy a more haphazard arrange- 
ment and less width. Generously dispersed in the 
tissue are moderately coarse elastic fibers. There 
is little evidence of acanthosis, although epidermal 
pegs are slightly irregular. 


Comment 


The cases presented here, together with 
those reported n recent years by Lutz, 
Beening and Ruiter, Miescher, Gruneberg, 
Marshall and Lurie, and Dammert and 
Putkonen, are surely the same clinical dis- 
ease. One of us (J. M. H.) has followed 
Cases 1 and 2 in our series and seen that 
shown at the XI International Congress of 
Dermatology (the same patient subsequent- 
ly reported by Dammert and Putkonen °), 
in Stockholm. They are identical clinically, 
and once the desease is observed there is 
little room for further confusion. On the 
basis of the climical photographs of Cases 
3, 4, and 5, and those in the recent literature 
originating in Europe and Africa, the dis- 
ease seems to us unique and identical. 

In an effort “which has been unreward- 
ing) to find a common denominator and 
perhaps a key to etiology, several factors 
relating to these patients have been tabu- 
lated (Tables 1. 2, 3, 4, 5, and 6). 

In the first place the disorder is not one 
of obligatory sex linkage. The documented 
cases show 2 females and 13 males. The 
onset in the second decennium is striking 
and its significance unappreciated. At least 
it can be concluded that the process is not 
one of degenerative changes dependent upon 
aging and “weathering.” Though informa- 
tion is lacking in several instances, it prob- 
ably can be assumed that most of the 
patients were students and therefore not 
subjected to excessive exposure to the 
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“elements.” It is also to be noted that 
several were urban dwellers. 

Predilection for race cannot be deter- 
mined. Definite information on this factor 
is lacking in most of the reported cases. If 
it is assumed that all the patients are white 
where not specified, there still remains our 
patient (Case 1), who obviously was of 
“mixed” race but possessed more white than 
Negroid features. 

The sudden appreciation of these 15 cases 
of such a unique dermatosis with onset 
between 1945 and 1956 (if Fischer’s case 
can be excluded) is puzzling. It seems that 
such a striking clinical picture of “ringed 
eruption of the neck” (this does not take 
into account Lupton’s case where the lesions 
were located on the chin) could not have 
gone unrecognized prior to 1945. Why, 
then, did it suddenly appear? 

From the cases reviewed here, though in- 
formation is often fragmentary, it would 
seem that most patients were otherwise 
healthy and that genetic defects and con- 
comitant disease were irrelevant. 

Laboratory examinations (“routine”) in 
the five patients reported now were within 
normal limits. In the 10 gleaned from the 
literature, information on this factor is 
lacking. 

It is obvious that climate is ndmmetiologi- 
cally important, since cases (including those 
probable ones of Haber and Borelli) have 
been observed in Switzerland, Holland, 
Germany, South Africa, Finland, England, 
and the United States. 

The disease is essentially asymptomatic. 
A few patients complained of mild itching 
or burning on friction. 

The natural history of the disease is 
undetermined, but apparently it runs a 
variable chronic course and in some in- 
stances disappears spontaneously within 
several years. 

A summation of the results of treatment 
employed in the cases reported and in those 
presented here seems to indicate that the 
forms of therapy attempted have little or 
no effect on the course of the disease. 
According to the several observers, the fol- 
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lowing were without benefit: topical x-radi- 
ation, thorium X, ultraviolet light, solid 
carbon dioxide, dermabrasion, excision (re- 
currence and frequent hypertrophic scar- 
ring), nitric acid, phenol, sulfonamides, 
ammoniated mercury, antibiotics, panto- 
thenyl alcohol, iodochlorhydroxyquin, and 
hydrocortisone; systemic vitamin A and 
calciferol, bismuth, arsenic, antibiotics, 
chloraquine, cortisone, and calciferol 
( Vigantol). 

“Improvement,” “temporary improve- 
ment,” and “disappearance of lesions” have 
been observed coincident with the following 
modes of therapy: topical Castellani’s paint, 
Bucky-irradiation, bichloracetic acid, fludro- 
cortisone, and subcutaneous hydrocortisone. 
However, a close examination of these re- 
sults suggests the natural course of the 
disease rather than specific response to 
treatment may have accounted for the im- 
provement. 

The provisional clinical diagnoses in the 
15 cases are interesting and obviously de- 
pendent on the date the patient was seen 
and a familiarity with the original report 
by Lutz. They include in this order: 
“none,” lichen planus, granuloma annulare, 
Hailey and Hailey’s disease, follicular lichen 
planus, porokeratosis, Kyrle’s disease, 
“Lutz’ s disease,” and “Lutz-Miescher dis- 
ease.” 

A survey of the histologic interpretations 
of the process before and after the dissemi- 
nation of Lutz’s original publication rather 
closely parallels the clinical impressions. 
For example, specimens from Cases 1 and 
2 studied by the histopathology panel of the 
American Academy of Dermatology and 
Syphilology in 1952 and 1953 resulted in 
the suggested diagnoses of “juvenile elas- 
toma,” porokeratosis, and “mycotic dis- 
ease.” In Case 3 (Dr. Morgan, 1953), Dr. 
Zola Cooper (deceased) had no diagnosis to 
offer but said the histologic changes were 
the same as those in Case 1, which she had 
seen at the American Asada of Derma- 
tology and Syphilology. In Case 4 (Dr. 
Welton, 1954), the histologic interpretations 
were “pyoderma” and “a type of granu- 
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loma.” However, one of us (H. Z. L.), 
having had the opportunity of seeing the 
biopsy specimens from Cases 1 and 2, 
recognized the identity between these and 
Case 4 and described the lesion as “a type 
of elastosis.” The histologic study of a 
skin specimen from Case 5 (Dr. London, 
1957) was done by Dr. Hermann Pinkus, 
who made the diagnosis of “Lutz-Miescher 
disease.” 


If one can deduce the course of events 
from the histologic findings, the primary 
change is a peculiar proliferation of coarse 
fibers having the characteristics of elastic 
fibers. This occurs in the upper reticular 
and subpapillary layers and may extend into 
the dermal papillae. Marshall and Lurie 
consider these fibers to be altered collagen, 
apparently transferring the conclusions of 
others regarding the nature of senile (solar) 
elastosis to the disease in question. This is 
not justified. The fibers of senile (solar) 
elastosis are smudgy, nonrefractile, and 
basophilic and are related to prolonged 
weathering of the skin (Lund and Sommer- 
ville”). In the disease in question the 
fibers have the properties of normal elastica, 
such as those outlined by Gillman et al.,!8 
except in the perforating channels, where 
they apparently degenerate, become periph- 
erally basophilic, and lose affinity for orcein 
and resorcinol. Studies with elastase ( Mar- 
shall and Lurie,’ Dammert and Putkonen °) 
support the theory that these are in fact 
elastic fibers. 


The peculiar elastic tissue penetrates into 
the epidermis at the depth of rete ridges and 
into the sides of follicles. We were unable 
to demonstrate intrafollicular penetration, 
but it is possible that sweat ducts are dis- 
rupted. The mechanism of penetration is 
not understood. It may be that the replace- 
ment of normal fine elastic fibers by the 
coarse and abnormal fibers around adnexal 
structures or at the dermoepidermal junc- 
tion causes local physical changes leading 
to dermoepidermal separation or disruption 
of the margins of sweat ducts and hair 
follicles. The coarse fibers then „penetrate 
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the epithelium and lead to a reactive acan- 
thosis. Perforation to the surface may be 
through the epidermal portion of the sweat 
ducts, but this has not been proven. 


The fact that an elastosis seemingly stim- 
ulates a fibroblastic, histiocytic, and giant- 
cell reaction calls to mind the studies on 
temporal arteritis by Kimmelstiel, Gilmour, 
and Hodges ' in which giant cells react to 
the degenerating internal elastic lamina. 
Again, pulmonary granulomatous diseases 
are often associated with giant-cell reac- 
tion to elastica (Benson 2°). In a similar 
vein one might consider the publication of 
Walford and Kaplan,?! who described “en- 
dogenous pneumoconiosis” excited by al- 
tered elastic tissue. These differ, however, 
in that the elastica is encrusted with iron 
compounds. 


In the disease under discussion, healing 
takes place by degeneration and phagocyto- 
sis of at least part of the proliferated elastic 
tissue, and there is a variable degree of 
ingrowth of fibrous tissue between the epi- 
dermis and the stratum reticularis. The 
fibrous tissue is largely collagenous, but 
interestingly it also contains some moder- 
ately fine elastic fibers. 

We are without experience with Kyrle’s 
disease, but clinically the condition under 
consideration here is characterized by 
sparse, keratotic lesions with a strong ten- 
dency to annular configuration and specific 
localization, with onset in youth and prob- 
ably a disposition to spontaneous healing 
in a few years. These are not salient fea- 
tures of Kyrle’s disease as summarized in 
a recent critical review of the literature on 
the subject by de Graciansky et al.”? 

The histologic differences between the 
two diseases are even more striking. Kyrle’s 
disease is described as a downward penetra- 
tion of keratotic material into the dermis, a 
different concept than that of perforating 
elastosis. It may be that many cases of 
Kyrle’s disease have been misinterpreted— 
Miescher ' reports such an experience—or 
else the whole concept of Kyrle’s disease 
needs to he reexplored. 
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Summary 


Five cases of elastosis perforans serpigi- 
nosa originating in the United States are 
reported in detail. These are the first cases 
reported from this country. 


Salient features of other cases from the 
literature are summarized. 

The histopathologic changes are reviewed 
in detail, and certain aspects regarding 
probable pathogenesis (largely in agreement 
with the concept of Miescher) are pre- 
sented. 


We should like to suggest a shorter and 
more graceful title for this disease than 
those previously proposed by Lutz and 
Gruneberg, which we consider inaccurate. 
Though we are in general agreement with 
Miescher in regard to the histopathologic 
picture, we find that the elastosis is not 
primarily or necessarily “intrapapillare, ” 
and surely it is not a tumor, as might be 
suggested by the suffix “-oma.” Therefore, 
we would endorse the designation offered 
by Dammert and Putkonen? of “elastosis 
perforans serpiginosa,” since it appears to 
describe the salient histopathological and 
clinical features of the disease in the least 
number of words. 
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Addendum 


Since the submission of this report, there 
appeared an article entitled “Unusual Skin 
Eruption of Unknown Etiology” by Dr. 
Howard Hailey (A. M. A. Arco. DERMAT. 
77:729-731 [June] 1958) in which the clin- 
ical photographs bore a resemblance to 
elastosis perforans serpiginosa. 


Dr. Hailey allowed us to examine the 
meager histopathologic material still avail- 
able from his patient. On the basis of these 
specimens, we think his case is yet another 
example of the disease here reported. Un- 
fortunately, the fields used in the photo- 
micrographs illustrating Dr. Hailey’s article 
do not include the changes which we con- 
sider pathognomonic of elastosis perforans 
serpiginosa; however, such changes are 
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found in several fields in the material which 
we had the privilege of examining. 
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The Relationship of Systemic Lupus Erythematosus 


and Discoid Lupus Erythematosus 


A Clinical and Hematological Study 


ALLENE SCOTT, M.D., and E. G. REES, M.B., London 


Introduction 


Although the first clinical description of 
discoid lupus erythematosus was recorded 
in 1827, by Rayer, the term itself, together 
with a complete picture of the eruption, was 
introduced in a textbook edited by Cazenave, 
in 1828. Almost 50 years later a second 
and fuller account of the skin disease was 
given by Kaposi and Hebra. In 1885, Osler 
in a series of articles drew attention to the 
significance of the eruption as an indication 
of a systemic disease, but a lapse of 30 
years followed before the work of Libman 
and Sacks focused attention upon the dis- 
seminated form of lupus erythematosus 
which has occupied the interest of many 
clinicians and laboratory workers ever since. 
Today there are two main divisions of 
opinion with regard to the relation of the 
discoid lupus erythematosus, originally de- 
scribed in the 19th century as a purely 
cutaneous disorder, to the systemic illness, 
whose existence was first outlined at the end 
of that century. While most clinicians feel 
that the two disorders are one and the same 
disease, merely representing the two ex- 
tremes of the one pathological process, there 
are a few dissenting voices who question 
this theory because of the large number of 
patients with cutaneous lesions who have 
been cured and have remained so without 
any clinical or measurable laboratory 
evidence of involvement in other systems. 
Until the true pathogenesis of these dis- 
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orders has been understood it is unlikely 
that a final answer can be given. 

The entire study was given fresh impetus 
by the demonstrations of Hargraves, Rich- 
mond, and Morton (1948), in which they 
observed the polymorphonuclear phagocyte 
with its basophilic inclusion body that has 
been given the name of the “LE cell.” 
While the first observations were made from 
heparinized bone marrow, it was soon recog- 
nized (Hargraves 1949) that the phenom- 
enon could be demonstrated in vitro by 
incubating the “buffy coat” of leukocytes 
from the blood of a healthy subject with the 
cell-free plasma of a patient with systemic 
lupus erythematosus. Barnes, Moffatt, and 
Weiss (1950) demonstrated lupus erythema- 
tosus cells in the absence of an anticoagulant 
by mixing the serum of a patient with lupus 
erythematosus with the “buffy coat” of 
normal centrifuged defibrinated blood. 
Haserick and Bortz (1949) further clarified 
this work by showing that the y-globulin 
was the fraction of the patient’s serum 
responsible for inducing the phenomenon. 
Finally, Eppes and Ludovic (1951) devised 
a simple defibrination technique using only 
the patient’s blood. Hargraves (1948) also 
described the “tart” cell, a nucleophagocyte, 
which has no significance other than being 
a source of confusion with the true L. E. 
cell. 

In 1952, Zimmer and Hargraves summa- 
rized the requirements for L. E.-cell produc- 
tion as follows: (1) the lytic, or L. E. 
factor; (2) a source of nuclear protein 
(usually damaged cells) to react with the 
lytic factor, and (3) viable phagocytic leuko- 
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TABLE 1.—Summary of the Clinical Features of the Four Groups of Patients 





Sex 


Mean age at onset. ------------------------- 
1 a Sea ae a nn a eae eae 
Mean duration of disease__.__-.___-.-----_- 
a ee a er E 


DESLI DO arasan a 
Average duration of disease until death (Yr.) 
Skin lesions 
Butterfly erythema. --------------------- 
ADA Eia i a EN E S 


N aa a ee E EE 
Rheumatoid arthritiS--------------------- 


Cp osinak 
Pleuritis 


POOO ana 
FOPO I: ounsi narria 
Se eee eee 
Lymphadenopathy---.-....-..._.-..-_--_- 
Thrombotic episodes_______._____-_._..-__-- 
Hemorrhagic episodes---------------------- 
Anemia 

Eh ee rn ae 

jo, Se, Sa ee ee ee 
Leukopenia (under 3,000) __________-_._____- 
Lymohorstoals.....-.. -.. <<... nccacces 
Thrombocytopenia._............._..._-__.- 
PRIN, hs e P 
Elevated +-globulin.__.......___.-_______- 
Positive L. E. phenomenon_______________- 
False-positive serology -.-------------------- 
Urinary abnormality____..........-..-..._- 
Severity of disease 
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13 

46 
(17-67) 

9 
(2-20) 

5 
(2-10) 
6 (38%) 

8 


9 (56%) 
10 (62%) 


0 
0 


3 (18%) 
0 


14 (89%) 
7 (44%) 
2 


8 (50%) 


2 

3 
2 (12%) 
3 (18%) 

4 
4 (25%) 
7 (44%) 
8 (50%) 
7 (44%) 
3 (18%) 
2 (12%) 
2 (12%) 
6 (36%) 
4 (25%) 


8 (50%) 
2 (12%) 
3 (18%) 
2 (12%) 
3 (18%) 
15 (94%) 
11 (65%) 
15 (94%) 


5 (8 tests) 


6 (36%) 


3 (18%) 
4 (25%) 
9 (57%) 


with Lupus Erythematosus 


Group Classification * 


2 
14 


3 
11 
30 
(12-62) 
10 
(2-21) 
6 
(1-13) 
3 (22%) 
1.5 


0 
5 (86%) 


8 (57%) 

6 (43%) 

12 (86%) 
3 

9 (64%) 

5 (36%) 
0 


4 (29%) 


2 
1 
4 (29%) 
3 (21%) 
1 
4 (29%) 
4 (29%) 
5 (36%) 
9 (64%) 
3 (21%) 
4 (29%) 
2 (15%) 
0 
0 


4 (29%) 
0 


6 (46%) 
4 (29%) 
2 (14%) 
12 (86%) 
11 (79%) 
10 (71%) 


2 (13 tests) 


6 (46%) 


3 (22% ) 
7 (50%) 
4 (28%) 


3 


11 


30 
(12-51) 
24 
(11-48) 
7 
(3-10) 
1 (9%) 
10 


0 
0 


9 (82%) 

2 (18%) 

8 (73%) 
0 


3 (27%) 
1 
0 


3 (27%) 


2 (18%) 
1 

3 (27%) 
0 
0 

3 (27%) 
0 
0 


0 

0 
4 (36%) 
6 (54%) 
2 (18%) 
7 (64%) 
9 (81%) 

0 


0 (11 tests) 


0 





77 


29 

48 

32 
(12-62) 

14 
(1-28) 

8 
(1-9) 
3 (4%) 

2 


0 
0 


69 (89%) 
8 (11%) 
25 (31%) 
0 
4 (5%) 
1 


ePreoeoeorseosooor 


0 
3 (4%) 
0 


7 (9%) 
8 (10%) 
0 


0 (77 tests) 


0 
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cytes to engulf the lysed material. The ab- 
sence of this phenomenon from the 
circulation would be explained by the 
usually rapid removal of dying leukocytes 
by the reticuloendothelial system. 

In the past, numerous reviews have been 
published concerning patients with systemic 
lupus erythematosus and cutaneous mani- 
festations, and it is to redress this balance 
that the present series of patients has been 
considered. It includes all cases of lupus 
erythematosus, either systemic or discoid 
cutaneous, who have been clinically diag- 
nosed as such and have been followed in St. 
Bartholomew’s Hospital during the past 
eight years. These patients have been re- 
checked at least twice yearly on the basis of 
both clinical examination and laboratory 
investigation, and so an uninterrupted pic- 
ture can be constructed of their clinical 
behavior. Our purpose, therefore, in this 
study has been as follows: (1) to classify 
these cases into groups on the basis of their 
clinical features; (2) to review these 
clinical features briefly; (3) to study the 
natural course of the disease in the several 
groups; (4) to consider the features which 
distinguish the cutaneous lesions of discoid 
lupus erythematosus from those observed in 
systemic lupus erythematosus ; (5) to m 
vestigate the incidence of the L. E. phenom- 
enon in the groups and to consider the value 
and import of this sign in the development 
and prognosis of the two diseases ; (6) on 
the basis of these studies to determine the 
relation between systemic and discoid lupus 
erythematosus. 


Grouping of Cases 


Group 1.—Patients with systemic lupus 
erythematosus with no history of the ap- 
pearance of lesions typical of discoid lupus 
erythematosus, either before or during their 
illness. Nine (56%) did have the transient 
butterfly erythema of the face which has 
been clinically associated with the systemic 
disease. 

Group 2.—Patients with systemic lupus 
erythematosus who had, in addition, typical 
discoid lesions, which usually had appeared 
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prior to their systemic illness (80%) and 
persisted throughout the major illness in all 
but four. 

Group 3.—Patients with the lesions typi- 
cal of discoid lupus erythematosus, in whom 
careful and repeated physical and laboratory 
examination revealed evidence suggestive of 
the systemic illness. At the time of writing, 
however, the findings were insufficient to 
permit a diagnosis of systemic lupus ery- 
thematosus in any of these cases. 

Group 4.—Patients with typical lesions of 
discoid lupus erythematosus in whom re- 
peated examinations failed to reveal any 
systemic complications of their purely cu- 
taneous syndrome. 


Analysis of Units 


Group 1.—Sixteen patients have been in- 
cluded in this group. The mean age at on- 
set of the disease was somewhat higher than 
has been recorded in other series and higher 
than that of the other groups to be de- 
scribed here; namely, 46 years (range, 17-67 
years). The duration of the disease up to 
the time of writing varied from 2 to 20 
years, with a mean of 9 years. Our average 
follow-up period for this group was five 
years. Nine (56%) of these patients ex- 
hibited a butterfly erythema of the face, 
while ten (62%) developed urticarial erup- 
tions of varying duration. In 14 (89%) 
of the group the presenting picture was that 
of a rheumatoid arthritis; the remainder 
were first seen with pericarditis, pleuritis, 
or undiagnosed fever. Renal dysfunction 
was encountered in eight (50% ), usually in 
the form of the nephrotic syndrome. Almost 
half (44%) of the patients developed py- 
rexial episodes frequently during the course 
of the illness, while a smaller number, seven, 
showed signs of pericardial or pleural dis- 
ease. Recurrent infections developed in 
eight (50%), most of these being associated 
with pulmonary involvement. Enlargement 
of liver or spleen and lymph nodes occurred 
in relatively few (three and two, respec- 
tively). A slightly larger number—five 
(31% )—developed neurological disorders, 
either organic or psychotic. 
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Group 2.—This section comprises 14 pa- 
tients with a mean age of 30 years at the 
onset of their disease (range, 12-62 years). 
The mean duration of the disease has been 
10 years, and our follow-up period, 6 years. 
Ten (71%) of the group developed lesions 
of discoid lupus erythematosus as the first 
evidence of disease; these appeared from 18 
months to 18 years before the appearance 
of systemic lupus erythematosus; in the 
other four, discoid lupus erythematosus ap- 
peared in the first year of the systemic ill- 
ness. In three (21%) of the patients the 
discoid lesions had cleared at least two 
years before the appearance of systemic dis- 
ease. In only six (439%), did these lesions 
involve areas beyond the head and neck. 
Five (36%) suffered from urticarial attacks 
as well. Rheumatoid arthritis and renal dis- 
ease were less frequently seen (64% and 
29%, respectively) than in Group 1, while 
the incidence of pericarditis and pleuritis 
was approximately the same as in the former 
group (21% and 29% ). On the other hand, 
pyrexial attacks, hepatomegaly, and spleno- 
megaly (with or without lymphadenopathy ) 
were commoner in this group. Thrombotic 
or hemorrhagic episodes were not observed 
in any of these patients, in contrast to the 
findings in Group 1. Interestingly, perniosis 
was noted in almost all the patients (86%), 
and leg ulcers (nonhypostatic) were com- 
mon. 

Group 3.—Eleven patients were finally 
consigned to this group. The mean age at 
onset of the disease was 30 years (range, 





12-51 years), while the mean duration of 


their illness was 24 years (range, 11-48 
years), over twice the period of the former 
two groups. Our follow-up time for these 
patients averaged seven years. All the pa- 
tients presented with lesions typical of dis- 
coid lupus erythematosus, and in only two 
(18% ) were these generalized in distribu- 
tion. Rheumatoid arthritis, recurrent py- 
rexia, and generalized lymphadenopathy 
were each noted in three (27%) cases either 
at the time of the first attendance or within 
the first two years of observation. Four 
(36% ) had heart disease—usually murmurs 
suggestive of old rheumatic fever, and three 
(27%) had signs of chronic renal disease, 
pyelonephritis rather than the nephrotic pic- 
ture seen in the first two groups. No other 
systems appeared to be involved. Perniosis 
was almost as common in this group as in 
the second one (73%). 


Group 4.—There were 77 patients in the 
last group, with an average age at the onset 
of their disease of 32 years (range, 12-62 
years). The mean duration of the lesions 
was 14 years (range, 1-28 years), while our 
average follow-up time was 8 years. All had 
discoid lupus erythematosus, eight (10%) 
with a distribution below the neck. A 5% 
incidence of rheumatoid arthritis was noted ; 
two (2%) had cardiac murmurs, and one, 
pericarditis. One other patient had recur- 
rent jaundice and pyrexia, probably on the 
basis of infectious hepatitis. Chronic pyelo- 
nephritis was found in one patient, and chest 
disease (asthma and bronchiectasis), in two 
others. 


TABLE 2—Prognosis in Patients with Lupus Erythematosus 














Diagnostic Group 





ETET T AESA R E E A E 16 
ne i 
No. living with inactive disease 


Without therapy................................... 1 (6%) 
SILIT IN ei ds cava ee ce eu 3 (19%) 
No. with active disease 

partially controlled._.--.----._-_____-_________. 3 (19%) 
Course unehanged....__.....-----------__-_-__-__ 2 (12%) 
Lost to Malla wtifh oe osc oe ace ai 1 (6%) 


6 (38%) 


2 3 4 
14 11 77 
3 (21%) 1 (9%) 3 (4%) 
2 (14%) 0 37 (48%) 
7 (50%) 7 (64%) 25 (32%) 
1 (8%) 3 (27%) 8 (10%) 
1 (8%) 0 4 (5%) 


. 


Scott—Rees 


91/425 


Review of the Natural Course of Disease 
in the Four Groups 


Group 1.—Patients usually sought medi- 
cal assistance within the first year of the 
onset of symptoms because of arthralgia (or 
arthritis), or occasionally with evidence of 
bleeding due to thrombocytopenic purpura 
or because of other symptoms such as 
pleural or pericardial pain. At the time of 
their 
signs of systemic lupus erythematosus were 
clinically evident, e. g., arthritis and a neph- 
rotic syndrome or butterfly erythema of the 
face. Laboratory investigation revealed ab- 
normal serum protein patterns particularly, 
with or without hematological abnormality. 
lifteen (94%) had a positive L. E. phe- 
nomenon at the time of their initial examina- 
tion and continued to manifest it in most 


initial visit two or more coexistent 


cases despite symptomatic remissions, un- 
less they were treated with sufficient quan- 
tities of steroids to control the disease. One 
patient only yielded repeatedly negative 
L. It. tests, both at the time of her initial 
visit and during the course of her clinically 
evident systemic lupus erythematosus. 

Of the 16 patients in this group, 6 (38% ) 
have died. The average duration of disease 
from its onset to death was 8 years (range, 
3-15 years). Half of these patients died of 
uremia, and one each, of pneumonia and 
hepatic failure; one died of causes unknown 
and was not submitted to postmortem ex- 
amination. One patient has been lost from 
follow-up for two years. Of the remaining 
nine, one is in remission without therapy, 
three are in remissions on steroid therapy, 
controlled for over two years, three have 
had their disease partially controlled by 
steroid administration, while two have shown 
a progression of their illness despite treat- 
ment. The mean duration of disease in all 
cases has been 9 years (range, 2-20 years). 

Group 2.—Of the 14 patients here, most 
of them (10) consulted the doctor originally 
for treatment of discoid lupus erythemato- 
sus; 3 sought attention for arthritis, and 1, 
for epilepsy. Usually within two years, 
often after the discoid lesions had cleared, 
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the patient consulted a doctor again because 
of pyrexia, arthritis, or chest symptoms. No 
alteration in the course of the cutaneous 
lesions could be observed at that time. At 
the later examination several associated 
signs, such as hepatomegaly or renal disease, 
were also observed. Laboratory investiga- 
tion commonly demonstrated a leukopenia, 
an elevated sedimentation rate, and a high 
y-globulin fraction of the serum proteins. 
Over half (71% ) of the patients had a posi- 
tive L. E. 
whom the phenomenon was not initially 
demonstrable, 
quently. 


phenomenon, but of those in 


none developed it subse- 

Three patients died—two with pneumonia, 
and one with uremia. Seven of the living 
patients are well controlled on steroid ther- 
apy at present; two are in symptomatic re- 
mission, without therapy, while 
partially controlled with steroids. Only one 
patient at present has renewed progress in 
his disease after a short remission. The 
mean duration of disease in all cases has 
been 11 years (range, 2-21 years). 

Group 3.—All 11 patients attended the 
doctor originally for the treatment of dis- 
coid lupus erythematosus. Most had involv- 
ment of the face and scalp only, but two 
developed trunk lesions also. The majority 
had lupus changes in the fingers, as well 
as a Raynaud's syndrome of varying de- 
grees of severity. At the time of their 
initial examinations a leukopenia was fre- 
quently observed, while about half of them 
had a lymphocytosis. Most of the patients 
had an elevated sedimentation rate, while 
nine (81%) were found to have a slightly 
elevated y-globulin fraction on protein elec- 
trophoresis. (A few also had an increased 
ag-fraction.) Most of these changes did not 
persist. During the course of our observa- 
tion, over half of the patients have developed 
disease of the vascular system—cerebral or 
cardiorenal disorders—while a few others 
have been noted to have unexplained lym- 
phadenopathy and pyrexic episodes. None 
of these features have provided sufficient 
evidence to make a clear-cut indication of 
the presence of systemic lupus erythemato- 
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sus. During the entire observation time the 
L. E. test has remained consistently negative 
in all patients, and no false-positive serologic 
tests were obtained. The initial y-globulin 
abnormalities observed in some cases have 
disappeared during our observation time, 
despite the evolution of signs slightly sug- 
gestive of the presence of systemic lupus 
erythematosus. 

One patient died within 10 years of the 
onset of his discoid lupus erythematosus, 
with cerebrovascular disease developing at 
the age of 35 years. At postmortem ex- 
amination no evidence of systemic lupus 
erythematosus was found. In the entire 
group the mean duration of disease has been 
24 years (range, 11-48 years). At no time 
during this long period have any of the pa- 
tients developed a major syndrome. Seven 
of them are at present well and maintained 
on antimalarial therapy, while three are 
partially controlled and continuing to im- 
prove on treatment. 

Group 4.—The mean duration of disease 
in the 77 patients of this section was 14 
years (range, 1-28 years). All originally 
consulted a doctor because of the appear- 
ance of discoid cutaneous lesions. At the 
time of their first examination only two 
patients had any other coexisting illness— 
one, a chronic pyelonephritis, the other, the 
residua of an acute Bell’s palsy. One man 
has subsequently had a coronary occlusion 
(an expected incidence statistically). Over 
a third of the patients have perniosis. In 
the laboratory tests repeated during their 
follow-up period, four women had an iron- 
deficiency anemia, which has been corrected, 
but no other hematological abnormalities 
have been noted. Eight have at some time 
had a slightly elevated y-globulin fraction 
in protein electrophoresis, but this has sub- 
sequently returned to normal. None of the 
group had a positive L. E. phenomenon or a 
false-positive serology at any of the ex- 
aminations. 

There have been three deaths during our 
observation period, again a statistically ex- 
pected number. Of the remaining patients, 
37 (48%) have had their disease controlled 
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and are now off therapy (for a period of 
at least five years), Twenty-five (32%) are 
still on maintenance doses of antimalarials, 
but their skin lesions have cleared. Eight 
(10%) are partially clear of lesions and 
continuing to improve, while four patients 
have had the process arrested but have not 
as yet shown any tendency to resolve exist- 
ing lesions. 


The Skin Lesions of Discoid and 
Systemic Lupus Erythematosus 


There is still considerable controversy 
concerning the relation between the his- 
tological changes described in association 
with the cutaneous lesions of systemic lupus 
erythematosus and the features considered 
as microscopically characteristic of discoid 
lupus erythematosus. The nonspecific ery- 
themata and urticaria of the systemic dis- 
ease, when examined microscopically, reveal 
only capillary dilatation, and, if purpura is 
a clinical feature of the eruption, some en- 
dothelial necrosis. There is no epidermal 
abnormality ; nor is the collagen particularly 
affected. In contrast the histologic diagnosis 
of discoid lupus erythematosus depends upon 
the presence of hyperkeratosis, particularly 
around the hair follicles, vacuolation of the 
basal layer of the epidermis, perivascular 
and perifollicular lymphocytic infiltration, 
and collagen degeneration. The general 
opinion at present suggests that the two 
types of lesions are distinctive and unrelated. 
On the other hand, it is also accepted that 
the discoid lesion itself may be present in a 
more or less acute form with little evidence 
of the collagenous involvement and hyper- 
keratosis usually associated with the more 
chronic patch. As Montgomery (1951) has 
pointed out, such a variation is not in- 
dicative of the severity of the process or of 
the severity of the general dissemination but 
is rather dependent on the age of that par- 
ticular lesion. If the lesions are reexamined 
after aging has oceurred, they will be ob- 
served to have developed the morphologic 
changes characteristic of the typical chronic 
patch. 
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Fig. 1—Typical L. E. 


cell; X 820. 


Of the patients in Group 1, 9 (56%) have 
had a transient or permanent butterfly ery- 
thema of the face during the course of their 
illness, while 10 (62%) have had signs of 
recurring, flitting urticaria. None of the 
patients had any clinical or histological evi- 
dence of true discoid lupus erythematosus. 
In contrast, the patients in Group 2 have 
all had typical discoid lesions. In 10, the 
picture was present several years prior to 
the appearance of systemic disease ; the other 
4 patients developed their lesions after the 
onset of systemic disease, usually during an 
exacerbation of the illness. In addition, five 
(36%) had transient urticarial eruptions, 
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such as are seen in Group 1. Six patients 
(43%) had general cutaneous lupus erythem- 
atosus—that is, involving areas other than 
the head and neck. Such a finding does not 
agree with the suggestion of many observers 
that systemic lupus erythematosus develops 
invariably in cases of cutaneous discoid 
lupus erythematosus with extension below 
the neck. Group 3 patients all presented 
initially with true discoid lupus erythema- 
tosus. None of the group developed any of 
the nonspecific lesions associated with sys- 
temic lupus erythematosus. While five of 
the group had an initial histological picture 
consistent with the so-called acute discoid 


Fig. 2—Two L. E. cells; 
X 1,000. 
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Fig. 3—L. E. rosette; 
X 1,000. 





Fig. 4—Monocytic tart 
cell; X 1,280. 





Fig. 5.—Polymorph tart 


cell; X 1,280. 
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lesion, all subsequently developed the true 


accepted discoid pathology. Similarly, in 
Group 4 chronic discoid lesions were clini- 
cally and histologically identified in all cases, 
although in 10 patients we were fortunate 
in seeing them very early in the course of 
development of the lesion, when the his- 
tology was only slightly altered. Two 
(18%) patients in Group 3 and eight 
(10%) in Group 4 were observed with a 
general distribution of their lesions. 

Only in one patient of Group 1 was a 
history obtained of sun activation of her 
disease process, and, although in Group 2 six 
(43%) patients stated that their skin lesions 
were aggravated by exposure to sun, only 
one gave a history of intial activation by 
sun. In Group 3, however, 4 patients 
(36% ) stated that their skin affection began 
after a strong sun exposure, while in Group 
4, 24 (30%) patients associated the onset of 
their skin lesions with exposure to sun, 47 
(60% ) noting that the lesions were reac- 
tivated by further exposure. 


The L. E.-Cell Phenomenon 


1. Technical Methods.—A _ defibrination 
technique modified slightly from that of 
Eppes and Ludovic (1951) has been used 
for almost all examinations carried out in 
this series. A modification of the method of 
Kurnick et al. (1952) was used for the re- 
mainder. + 
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Fig. 6—A cell superfi- 
cially resembling an L. E. 
cell, but the inclusion has a 
nucleolus and the remains of 
a nuclear membrane. It is, 
therefore, a tart cell; X 820. 


2. Interpretation of Films.—The L. E. 
cell is almost always a neutrophilic poly- 
morphonuclear leukocyte with a basophilic 
homogeneous intracytoplasmic inclusion, us- 
ually of sufficient size to displace the nucleus 
to the periphery. The inclusion has an in- 
distinct outline, and there is no trace of 
previous nuclear structure (Figs. 1 and 2). 
“L. E. rosettes” are usually plentiful in 
positive preparations (Fig. 3). 


TABLE 3.—Results of the L. E. Test m Our 
Control Series 


Patients Yielding 
Examined, Positive 
Disease or Condition No. Tests, No. 
**Collagenosis”’ * 24 None 
Rheumatoid arthritis 41 None 
Felty syndrome 3 None 
Rheumatic fever 9 None 
Dermatomyositis 10 None 
Polyarteritis nodosa 6 None 
Cirrhosis hepatis 9 None 
False-positive Wasserman reaction 3 None 
Acquired hemolytic anemia 3 None 
Idiopathic thrombocytopenic 2 None 
purpura 
Glomerulonephritis 8 None 
Multiple myelomatosis 5 None 
Sarcoidosis 2 None 
Drug sensitivity 3 None 
Miscellaneous . 129 None 
Normals 30 None 


* The distinction between the diagnosis of collagenosis and 
that of systemic lupus erythematosus with negative L. E. tests 
lies in the reasonable certainty of diagnosis in the latter, while in 
the former case, the diagnosis is only a possibility in the differ- 
ential diagnosis. 
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TABLE 4.—Results of the L. E. Test in Our Series of Patients with Systemic 


Group Clinical Type of Lupus Erythematosus 


1 La eS es ee ce ee eee te 
2 Systemic with discoid lesions...........------------ 
3 Discoid, with other systemic disease---------------- 
4 BATUT a MERE S SPERRE E eS Ee ee 





Lupus Erythematosus and Discoid Lupus Erythematosus 





Total Positive Positive Total Positive 
Cases Tests, Tests, Tests, Tests, 
No. No. % No. No. 
16 15 94 45* 39 * 
14 10 71 57 * 43 * 
11 0 0 36 0 
77 0 0 147 0 





* The discrepancy in numbers here as compared with the numbers of patients is explained by those tests repeated on patients dur- 


ing therapy. 


It is essential to distinguish the typical 
L. E. cell from nucleophagocytes, known 
variously as “tart” cells (Hargraves, 1948, 
1954), “Type A” and “Type B” cells 
(Heller and Zimmerman, 1956), and L. E.- 
like cells (Gouldin and Diggs, 1956). These 
nucleophagocytes are monocytes or poly- 
morphonuclear leukocytes which 
gested intact nuclei traumatically displaced 
from their cells during the manipulation of 
the blood. They can occur in a large variety 
of conditions, particularly drug allergy 
(Meyler, 1954) and even in normal people. 
Figures 4 and 5 show readily distinguishable 
nucleophagocytosis by a monocyte and a 
polymorphonuclear leukocyte, respectively. 


have in- 


ligure 6 shows a cell which an inexperi- 
enced observer might label an L. E. cell. 
Close examination, however, reveals a nu- 
cleolus and the remains of nuclear mem- 
brane. The cell is merely a nucleophagocyte. 

This distinction between nucleophagocytes 
and L. E. cells is of fundamental impor- 
tance, and failure to make the differentiation 
almost certainly accounts for the majority 
of “false-positive” L. E. tests. 

As a check against personal bias, the 
films were examined in batches without the 
diagnoses being known to the observer. 

3. Results in Control Group in This 
Study—The control group included 30 
normal subjects and 257 patients (Table 3) 
with diseases other than systemic or discoid 
lupus erythematous. Some of the patients 
in the control group had diseases which are 
sometimes not readily distinguishable from 
systemic lupus erythematosus on clinical 
grounds, while others were included to study 
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the effect of hypergammaglobulinemia on 
the L. E. phenomenon. 

4. Results with Systemic Lupus Ery- 
thematosus and Discoid Lupus Erythem- 
atosus.—These results are outlined in Table 
4. Fifteen (94%) of the patients with 
systemic lupus erythematosus alone had 
positive L. E. tests, while ten (71%) of the 
group with evidence of both disease proc- 
esses had a positive test. None of the pa- 
tients in Groups 3 and 4 (88) had a positive 
L. E. phenomenon at any time. 


Comment 
1. Specificity of L. E. Phenomenon.— 
Comparison of our results in systemic lupus 
erythematosus with those of other authors 
(Table 5) reveals a higher than average cor- 
TABLE 5.—Comparison of Reported Results with 


L. E. Test in Patients with Systemic 
Lupus Erythematosus 





Patients with 





Patients Positive Tests 
Tested, —— 
Authors No. No. % 
Zimmer & Hargraves (1952) 15 12 80 
Gold & Gowing (1953) 15 6 40 
Dubois (1953) 70 48 68 
Harvey et al. (1954) 138 121 87 
Sickley et al. (1955) 23 18 78 
Wilkinson & Sacker (1957) 19 18 94 


relation with the clinical diagnosis, but our 
percentage of positive results agrees very 
well with those reports made more recently 
when the criteria for the clinical diagnosis 
of this disease have been more strictly de- 
fined. 

Over the past 10 years the number of 
L. E. tests performed must number hun- 


dreds of thousands. Of these, several con- 
trol series have been published (Table 6) ; 
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TABLE 6.—Comparison of Reported Results with 


the L. E. Test in Control Series 
Patients 
with 
Positive 
Patients L. E. 
in Control Test, 
Author Series, No. No. Remarks 
Harvey et al. (1954) 700 0 
Haserick (1955) 6,800 (tests) 6 Hydralazine 
reactors 
Lee (1955) 1,400 (approx.) 6 ? Systemic 
lupus ery- 
thematosus 
Wilkinson & Sacker 495 1 
(1957) 





of the almost 10,000 tests recorded here 
only 13 false-positive results were found, 6 
of these from patients who had received 
hydrolazine ( Apresoline), which is con- 
sidered to induce a temporary state of 
systemic lupus erythematosus. 


There are, however, many authors who 
disagree with this suggested specificity for 
the test; Cowling and Thomas (1957) for 
instance, regard the L. E. cell as indicative 
of autoantibody production during a dis- 
turbance in the “self-recognition mecha- 
nism.” Several series have been reported of 
conditions other than systemic lupus ery- 
thematosus in which positive L. E. tests have 
been found, Results from three such papers 
are summarized in Table 7. In the paper of 
the late L. J. Parr et al. there is no illus- 
tration to support the claim. Friedman et 
al. and Kievits et al. both admit that there 
is a much higher incidence of systemic dis- 
ease such as splenomegaly, abnormal uri- 
nary sediment, hypergammaglobulinemia, 
leukopenia, and false-positive serological 
tests for syphilis in those patients having 


TABLE 7.—Comparison of Published Results with 
the L. E. Test in Patients with 
Rheumatoid Arthritis 








Patients 
with Total 
Positive with 
Cases, L. E. Positive 
Authors No. Test, No. Test, % 
Parr et al. (1957) 55 35 64 
Friedman et al. (1957) 91 25 27 
Kievits et al. (1956) 488 81 17 


a ee 
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the positive L. E. tests. This would suggest 
that the diagnosis in many of these cases 
might later have proved to be systemic lupus 
erythematosus in an oligosymptomatic form 
at the time of initial examination. Investiga- 
tion of so many of the claims for false- 
positive L. E. tests shows that either the 
reports are not illustrated or the illustra- 
tions do not represent L. E. cells. 


There are also a few reported instances 
of positive L. E. tests in cases of discoid 
lupus erythematosus (Table 8). Here again 
illustrations in some of the articles do not 
show L. E. cells but “tart” cells, while some 











TABLE 8.—Comparison of Published Results of 
E. Test in Patients with Discoid 
Lupus Erythematosus 
Patients with 
Positive 
L. E. Tests 
Cases, —————- 
Author No. No. % 
Berman et al. (1950) ll 3 27 
Marten & Blackburn (1953) 52 7 14 
Rasponi (1954) 20 9 45 
Weiss & Swift (1955) 55 2 4 





of these authors now concede that a positive 
L. E. test in what is clinically discoid lupus 
erythematosus should be regarded as evi- 
dence of the presence of systemic lupus 
erythematosus. 


After examination of our own findings, 
and those of other authors, we believe that 
the L. E. phenomenon is specific for the 
presence of systemic lupus erythematosus. 

2. Relationship of Discoid and Sys- 
temic Lupus Erythematosus.—It is un- 
fortunate in one way that the term lupus 
erythematosus has been applied to both the 
systemic and discoid cutaneous diseases dis- 
cussed here, since a pathological relationship 
is thereby implied which is by no means 
proved, In considering the series of patients 
presented in this paper—118 in all—the 16 
patients of Group 1 can be clearly differ- 
entiated from the remainder on the basis 
of several observations: ; 


1. At no time did they present any evi- ` 
dence of discoid lupus erythematosus. 
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2. The entire history of their disease was 
one of the development of multiple mani- 
festations of a systemic process, 

3. The nature of their disease appeared 
to be severer than in the other groups, with 
70% of the living patients manifesting a 
moderate or severe degree of illness. 

4. The prognosis was relatively more 
serious not only with regard to the mor- 
tality rate (here 38%) but also on con- 
sideration of the response of these patients 
to therapy. Only 19% improved with treat- 
ment, and even these required continuous 
therapy for control. No alteration in the 
course of gradual deterioration was effected 
in 50% of the cases. 

5. Almost all (94%) had a positive L. E. 
phenomenon and a high level of hyper- 
gammaglobulinemia. 

There remain then the 102 patients 
included in Groups 2, 3, and 4 who demon- 
strated lesions of discoid lupus erythema- 
tosus during some phase of their period of 
observation. Group 4, including 77 patients, 
may be sharply separated from the rest: 

1. Definite clinical and histological evi- 
dence of discoid lupus erythematosus was 
present in every case. 

2. No greater incidence of systemic dis- 
ease was noted than would be statistically 
expected in a group of this size and age 
range, with our length of follow-up time. 

3. The course of the illness appeared to 
be of long duration and benign. 

4. The prognosis was uniformly good, 
with 48% free of lesions and without ther- 
apy and a further 32% clear of the eruption 
and receiving maintenance dosages of anti- 
malarials. Only four failed to improve with 
therapy, largely because of inability to take 
the medications. No death occurred as a 
result of discoid lupus erythematosus. 


5. In no cases were we able to demon- 
strate a positive L. E. test, persistent pro- 
‘ein, or hematological abnormality during 
yur period of observation. 

The 1-1 patients of Group 3 resemble those 
>f Group:4 in all respects save for the 
oresence of some disorders suggestive of 
systemic lupus erythematosus. However, 
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during our follow-up observations we have 
noted no true indication of the latter dis- 
ease, while most of the disorders proved 
to be explicable on the basis of other dis- 
eases. Thus, using strict criteria for the 
diagnosis of systemic lupus erythematosus, 
we were unable to include any of these 
patients under this heading. We would 
therefore conclude that the 88 patients of 
Groups 3 and 4 are all suffering from dis- 
coid lupus erythematosus only, with no 
complications indicating systemic lupus ery- 
thematosus. 

Group 2 (14 patients) remains as a possi- 
ble link between the two divergent groups. 
Thirteen per cent of patients with discoid 
lupus erythematosus thus developed indis- 
putable evidence of systemic lupus erythem- 
atosus. Are we to presume the possible 
coexistence of two separate disorders, or 
must we admit the intrinsic relationship of 
these two diseases? 

l. Most patients developed their discoid 
lesions prior to the onset of systemic lupus 
erythematosus—one, 18 years before—and 
in most cases these lesions were healed or 
quiescent at the time of onset of the Sys- 
temic disease. It is again remarked that the 
appearance of this systemic disorder was as- 
sociated with the development of nonspe- 
cific lesions characteristic of the latter. The 
states of coexisting discoid and systemic 
disorders did not often parallel one another. 


2. There was approximately the same in- 
cidence of involvement of various systems 
in patients of Groups 1 and 2. 

3. In general the prognosis in Group 2 
was better than in the first group—the 
mortality rate was lower, while of the living 
patients 64% were in a remission of long 
duration, a quarter of these without therapy. 
Only two patients failed to be controlled. 

4. The L. E. phenomenon was demon- 
strated in most of the patients of Group 2, 
although in a slightly smaller proportion. 
Unfortunately the relatively recent introduc- 
tion of the test did not permit observations 
in the cases before the onset of systemic 
disease. The other hematologic findings 
were similar to those of Group 1. 
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if one must circumstantially presume the 
pathological ‘nterrelationship of the two dis- 
orders of systemic and discoid lupus ery- 
thematosus, three important features are 
confronted: 

1. The relatively small percentage of all 
discoid lupus erythematosus cases which 
develop systemic disease. In the present 
closely followed series the figure is 12%, 
but this total must be further altered if we 
include all the cases of discoid 
seen in clinic whose 


were to 
lupus erythematosus 
follow-up observation was noi conducted 
here. One hundred fifty-eight patients were 
seen in these circumstances ; the diagnosis 
was made clinically, and information of their 
subsequent course obtained. This additional 
number would increase the total of patients 
with discoid lupus erythematosus to 274. 
The percentage of patients with this latter 
diagnosis who subsequently developed sys- 
temic disease would then fall to 5%. 

2. The usually short interval of two years 
between the appearance of discoid lesions 
and the onset of the systemic disease. 

3. The results of the L. E. test, which 
sharply differentiate between systemic lupus 
erythematosus (Groups 1 and 2) and dis- 
coid lupus erythematosus (Groups 3 and 4) 
alone. 

The theory may be proposed that discoid 
and systemic lupus erythematosus are dif- 
ferent stages in the development of the 
body’s reaction to an immune response. 
The appearance of the lesions of cutaneous 
discoid lupus erythematosus may then serve 
as evidence of some protection against fur- 
ther progress of the body’s reaction through 
other organs and tissues. However, until 
the etiology and pathogenesis of the two 
disorders are correctly understood, no final 
conclusions can be made about the inter- 
relationship of systemic and discoid lupus 
erythematosus. 


Summary 


One hundred eighteen patients with a di- 
agnosis of either systemic or discoid lupus 
erythematosus were closely followed over 
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periods ranging from 2 to 21 years (mean 
time, 8 years). One hundred two of these 
had discoid lupus erythematosus. 

A grouping of patients was made on the 
basis of their clinical history, physical ex- 
amination, and laboratory investigation. 

The L. E. phenomenon was studied in all 
these patients as well as in a large control 
group. The results of the L. E. tests closely 
paralleled the clinical appraisal. 

Using strict criteria for the diagnosis of 
systemic lupus erythematosus, we were able 
to make that diagnosis in only 12% of our 
group of patients with discoid lupus ery- 
thematosus. This proportion would be the 
maximum number, since inclusion of the 
total number of patients with discoid lupus 
erythematosus would reduce that percentage 
to 5%. 

No final conclusions could be made re- 
garding the pathogenetic relationship of the 
two disorders. 


c/o Skin Department, St. Bartholomew’s Hospi- 
tal (E.. ©... 1). 
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A Histochemical Study of Hyperkeratoses 


Nucleic Acids, Carbohydrates, and Sulfur Compounds 


KARL STEINER, M.D., Brooklyn 
With the Technical Aid of Ethel Suben, B.A. 


In a previous study the stratum corneum 
of parakeratotic lesions was found to con- 
tain more sulfhydryl and less disulfide than 


normal. Furthermore, mucoprotein sub- 
stances could be demonstrated in the pyk- 
notic nuclei. Also, occasionally small 


clumps of these substances were seen in 
the parakeratotic layers. Finally, the para- 
keratotic strata seemed to contain ribonu- 
cleic acid. 

The present study was undertaken for 
the purpose of investigating the nucleic 
acids, carbohydrates, and sulfur compounds 
in hyperkeratoses and to compare the find- 
ings with those in parakeratoses. 
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Material and Methods 


The material examined included (1) inflam- 
matory lesions (lichen planus, acute and chronic 
dermatitis, lupus erythematosus discoides, pityriasis 
rosea); (2) proliferative lesions (calluses, sebor- 
rheic keratoses, keratotic nevi, verrucae vulgares, 
verrucae planae, papillomas, condylomas); (3) 
ichthyosis vulgaris, and (4) premalignant lesions 
(senile keratoses, leukoplakias, and x-ray kera- 
tosis). It was thought that this selection might 
disclose specific histochemical characteristics of 
different pathological processes. 


In many of the lesions the simultaneous presence 
of hyperkeratosis and parakeratosis offered a fav- 
orable opportunity for comparison. Pure hyper- 
keratosis was found in lichen planus, callosities, 
seborrheic keratoses, verrucae planae, keratotic 
nevi, and ichthyosis. Hyperkeratosis was also 
predominant in senile keratoses and leukoplakias. 

The same staining methods were used as in the 
earlier study on parakeratosis. Only the Gram- 
Weigert method was added. According to Steig- 
leder, this stain is suitable for the demonstration 
of sulfhydryl groups which supposedly are Gram- 
positive. 

The Table lists 
abbreviations in this 


the methods employed. The 
Table and in the following 


Histochemical Staining Methods Used * 


—————————— ees _ 


Method Fixation Stained Substance Color Control 

Methylgreen-pyronin Formalin (aqueous, neu- DNA Blue Hydrolysis, R N-ase 

(Brachet) tral), Carnoy’s RNA Red 
Feulgen’s Carnoy’s formalin DNA Violet Hydrolysis 
P AS-Hotchkiss Formalin CH, including glycogen, Red Diastase, Hy-ase 

MPS, MP 

AB Formalin Acid MPS Blue Hy-ase 
DDD TCA SH Violet Ethylmaleimide 
TGA (after DDD) TCA SS (converted to SH) Dark violet Ethylmaleimide 
AF (with and without pre- Formalin, TCA Sulfur acids Violet 

ceding oxydation with 

HIO) 
GW Formalin SH (?) Blue-violet Iodoacetic acid 


* AB indicates Alcian blue; AF, aldehyde fuchsin; CH, carbohydrates; DDD, dihydroxyldinaphthyl disulfide; DNA, deoxy- 
ribonucleic acid; GW, Gram-Weigert; Hy-ase, hyaluronidase; MPS, mucopolysaccharides; MP, mucoproteins; PAS, period acid- 
Schiff; RNA, ribonucleic acid; RN-ase, ribonuclease; SH, sulfhydryl; SS, disulfide; TCA, trichloracetic acid, and TGA, thioglycolic 
acid. $ 

Except for Barrnett and Seligman’s method, all stains were applied according to Pearse. 
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positive casts filling a widely di- stances in the extremely hyper- 
lated epidermal sweat duct unit. trophic stratum corneum. Also 


PAS; reduced 4% from mag. x 35. PAS-positive pyknotic nuclei of 


Fig. 8—Plantar verruca. Large 
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Fig. 11.—Keratotic nevus. The stratum cor- 

neum Gram-positive, the epithelial layers Gram- 

negative in spite of their SH-content. Gram 


Weigert stain; reduced 4 


from mag. 60. 


the lower parakeratotic layers. 
PAS; reduced 4% from mag. X 35. 


HISTOCHEMICAL STUDY OF AYPERKERATOSES 


study are as follows (in alphabetica order): AB: 
Alcian blue; AF: aldehyde fuchs 1 (Gomori); 
CH: carbohydrates; DDD: dihydresyldinaphthyl- 
disulfide method of Barrnett and Sel =man; DNA: 
deoxyribonucleic acid; GW: t:ram-Weigert 
method; Hy-ase: hyaluronidase; M S5: mucopoly- 
saccharides; MP: mucoproteins; FAS: periodic 
acid-Schiff method; RNA: ribonue=:c acid; RN- 
ase: ribonuclease; SH: sulfhydryl; 5S: disulfide; 
TCA: trichloracetic acid; TGA: tlxoglycolic acid. 


Results 


RNA.—With pyronin, the -tratum cor- 
neum is more darkly stained «jan the epi- 
thelium and thin, horny layer= stain more 
strongly than thick keratose= (Fig. 1). 
However, the staining intensities of stratum 
corneum and epidermis vary «onsiderably. 
Senile keratoses and leuko; akias show 
weak staining of the horr substance 
(Fig. 3); verrucae and condylanas disclose 
little epithelial staining. Usuz lv parakera- 
totic layers are more darkly sained. This 
is particularly conspicuous in xray atrophy. 
Epithelial horn cysts in seborr! sic keratoses 
and papillomas are often ligh er than the 
stratum corneum, but sometin -s their cen- 
ters are darker. The stratun granulosum 


Fig. 3—Senile keratosis. The hick, “honey- 
combed” hyperkeratosis relatively light stained 
with pyronin. Methyl green-pyronr ; X 85 
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Fig. 4—Senile keratosis (same specimen as in 
(Fig. 3). Epidermal cytoplasm much lighter than 
in Figure 3, stratum corneum about the same 
Methyl green-pyronin after ribonuclease; X 85. 


and the corresponding agranular zone in 
ichthyosis show a condensation of the stain. 

After ribonuclease, the epithelium, in- 
cluding the granular layer, stains very little 
or not at all whereas the horn substance 
shows often reduced but still good staining 
(Fig. 2). In ichthyosis, in most seborrheic 
keratoses, leukoplakia, and senile keratoses, 
and also in parakeratotic x-ray atrophy, the 
staining of the stratum corneum appears 
equally strong in ribonuclease-treated and 
untreated material (Figs. 3-6). On the 
other hand, keratotic nevi and horn pearls 
of seborrheic keratoses and verrucae seem 
to lose much pyronin-positive substance 
through ribonuclease, and there seems to 
be some diminution of this substance in 
lichen planus (Fig. 2), dermatitis, callus, 
in some seborrheic keratoses, leukoplakias, 
and senile keratoses, and in parakeratotic 
verrucae and papillomas (condylomas). 
Furthermore, thin, darkly stained horn 
layers, especially parakeratosis, lose more 
pyronin-positive substance through the ac- 
tion of RN-ase than thick light-stained 
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Fig. 5.—Lichen simplex chron- 
icus. The thick, “honeycombed” 
hyperkeratosis about as darkly 
stained as the epidermal cyto- 
Methyl 


plasm. ereen-pyronin ; 


xX 13. 


keratoses. However, in all lesions there 1s 
still considerable staining of the stratum 
corneum after ribonuclease. 

CH.—In general, the stratum corneum 
of hyperkeratoses contains no PAS-positive 
substances. Occasionally, there are muco- 


protein casts in widely dilated intraepider- 


mal sweat ducts of calluses and plantar 
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warts (Fig. 7) and small MPS clumps in 


horn pearls. The latter stain sometimes 
with Alcian blue and are therefore acid 
MPS. 


In contrast. considerable amounts of 


MPS and MP occur in the horny layers of 
lesions with partial or exclusive parakera- 
premalignant keratoses, 


tosis, verrucae, 


Fig. 6. 
icus (same specimen as in Fig. 
5). The 


much less pyronin-stained than 


Lichen simplex chron- 


epidermal cytoplasm 
in Figure 5, the stratum cor- 


neum about as darkly stained 


as without ribonuclease. Methyl 
ribonu- 


green-pyronin after 


clease; X 175. 
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Fig. 9—Lichen planus. The 


stratum 
and the cytoplasm of the epidermal cells DDD- 


corneum 


DDD 
X 150. 


stained, the former more strongly. (dihy- 


droxy Idinaphthy | disulfide) stain; 


Unlike 


these 


papillomas, 
the nuclear 


condylomas (Fig. 8). 
MP in 
mucoid substances irregularly 
uted and of unorganized appearance, as 
though they were being excreted. 
these MPS are acid, 
Alcian blue. While the epidermis of para- 
keratoses ordinarily contains much glyco- 
gen, among 
planus shows any or appreciable amounts 
of this substance. 

SH and SS.—The horn layers of hyper- 


keratosis stain more strongly with DDD 


parakeratosis, 
are distrib- 
Some of 
as demonstrated by 


hyperkeratoses only lichen 


than the epithelium (Figs. 9 and 10), and 
the staining of thick layers seems to be 
more intensive than that of thin keratoses. 
of the 
stratum corneum and of the epithelium vary 


However, the staining intensities 


in different conditions; e. g., there is little 
stratum and 
but the 
difference is considerable in lichen planus 
and callus. 


difference between corneum 
epidermis in seborrheic keratoses, 


Horn pearls of papillomas and 
keratotic nevi are usually darker than the 
stratum corneum, while those of seborrheic 
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Fig. 10.—Lichen planus (same specimen as in 
Fig. 9). Both, stratum corneum and epidermis, 
darker than in Figure 9, the former somewhat 
more so. DDD stain after TGA _ (thioglycolic 
acid); & 150. 


The agranular layer 
“keratogenous” 


are lighter. 


keratoses 
of ichthyosis and the zone 
of verrucae are conspicuously darker. In 
general, hyperkeratotic strata seem more 
strongly stained than parakeratoses. 

With TGA, there is considerable increase 
in the staining of both epithelium and horn 
substance. However, the stratum corneum 
shows less increase of DDD staining after 
TGA than the epidermis (Figs. 9 and 10). 
Also, there are certain differences between 
different conditions: In dermatitis and. in 
lupus erythematosus the staining of the 
corneum seems to increase 
than that of the epithelium. A similar re- 
sult is visible in parakeratosis, e. g., in 


Horn pearls and keratin plugs 


stratum more 


verrucae. 
sometimes release more SH than the strat- 
um corneum or the epithelial cells (kera- 


totic nevi), in 


but in other instances, e. g. 
papillomas, they release less. 

With aldehyde fuchsin and Gram-Weigert 
stain no uniform results are noticeable. 
With aldehyde fuchsin, with or without 
preceding oxidation, the stratum corneum 
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remains almost unstained in many instances. 
Without preceding oxidation, there is dis- 
tinct keratin staining in seborrheic kera- 
toses and keratotic nevi; after oxidation, 
in lupus erythematosus. Horn pearls stain 
well with aldehyde fuchsin, and parakera- 
toses stain better than hyperkeratoses. Also, 
the keratogenous zone of ichthyosis becomes 
very distinct. Never is the horn layer as 
intensely stained as the elastic tissue. 


The Gram-Weigert method results in 
strong but indefinite staining of horny 
structures, and it gives extremely contrast- 
ing pictures (Fig. 11). However, there is 
only rare, irregular epithelial staining. 


Comment 


In contrast to the parakeratoses, the 
stratum corneum of hyperkeratoses does 
not contain mucoid substances. In excep- 
tional cases there are sometimes small 
AB-positive clumps of acid MPS in horn 
pearls, but only when these are formed 
without a granular layer. This observation 
has already been made by Braun-Falco. The 
presence of MPS in these horn pearls is 
analogous to the occurrence of PAS-posi- 
tive substances in parakeratoses or in para- 
keratotic areas of hyperkeratoses. The 
occurrence of MP and MPS seems to de- 
pend on the rate of keratinization. 


PAS-positive casts in obstructed and 
widely dilated sweat duct units were pre- 
viously described by Formisano and Lobitz 
and by Hambrick. They must not be con- 
fused with intrakeratinous MPS. 

The SH content of hyperkeratotic lesions 
seems greater than that of parakeratoses. 
Usually, there appears to be a direct rela- 
tionship between thickness of stratum cor- 
neum and SH content. As in parakeratoses, 
there is always more SH in the stratum 
corneum than in the epidermis. If this find- 
ing can be confirmed by quantitative 
methods, it would throw doubt on the con- 
clusions of Flesch and Esoda, according to 
which abnormally increased SH values of 
the stratum corneum are characteristic for 
psoriatic parakeratosis. Magnus has already 
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found high SH values not only in the scales 
of psoriasis but also in seborrheic and 
psoriatiform dermatitis. 

Like the stratum granulosum of normal 
skin, the subcorneal, agranular layer of 
ichthyosis is particularly rich in SH. 

In comparison with parakeratoses, the SS 
content of hyperkeratoses seems decreased. 
There appears to be a reciprocal relation- 
ship between SS and SH. However, some 
lesions of dermatitis and discoid lupus ery- 
thematosus and the horn pearls of keratotic 
nevi appear rich in SS. 

With AF, there is good staining of the 
stratum granulosum, the keratogenous zone, 


and the horn pearls. However, the stratum 


corneum of hyperkeratotic skin stains ir- 
regularly and not so well as that of para- 
keratoses. Therefore, the AF results 
obtained by Scott and Clayton and by 
Braun-Falco cannot be confirmed in hyper- 
keratoses. 

Similarly, the failure of the epidermal 
SH to stain with GW shows that this 
method is not specific for SH groups. In 
a recent study of the GW stain applied to 
papillary keratoses of the cat tongue, John- 
son et al. came to a similar conclusion. 

As in parakeratoses, the stratum corneum 
of many hyperkeratotic lesions seem to 
contain RNA. Only the horn substance of 
precancerous lesions, seborrheic keratoses, 
and ichthyosis appears to be free of nucleic 
acids. RNA is nowhere present in large 
amounts, and the stratum corneum always 
shows less RNA than other pyronin- 
stained substances and less than in the para- 
keratoses. Thick hyperkeratoses seem to 
contain more RNA than thin layers. The 
stratum granulosum, the subcorneal layer 
of parakeratoses, and the centers of horn 
pearls apparently contain, relatively, much 
RNA. Spier found a high acid-phosphatase 
level of the subcorneal layer of parakera- 
tosis, and this is perhaps specifically con- 
nected with the high RNA of this layer. 

In summary, hyperkeratoses differ from 
parakeratoses qualitatively through „the ab- 
sence of carbohydrates in their epidermis. 
As regards SH, SS, and RNA, there seem 
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to be only quantitative differences. Indi- 
vidual hyperkeratotic diseases show few 
diagnostic changes of epidermal sulfur com- 
pounds and nucleic acids. In regard to 
seborrheic and senile keratoses, already 
Foraker and Wingo have failed to see any 
pertinent differences between these two 
types of keratoses. 

Furthermore, no definite differences are 
noticeable between “hyperkeratinization”’ 
and “‘superkeratinization” (Rothman). Hy- 
perkeratinized ichthyosis seems character- 
ized by high subcorneal SH and absence 
of RNA from the stratum corneum, but the 
latter also prevails in  superkeratinized 
precancerous lesions. These criteria are, 
therefore, insufficient for histochemical 
diagnoses. 

A better differentiation of hyperkeratosis 
and parakeratosis, in terms of SH, SS, and 
RNA, might be possible by quantitative 
methods, particularly with the spectromicro- 
photometer. Such a study. is now in prog- 
ress, 


Summary 


In contrast to parakeratoses, the stratum 
corneum of hyperkeratoses is free from 
mucoid substances. On the other hand, the 
epidermal sulfhydryl content of hyperkera- 
toses seems to be higher and their disulfide 
level lower than that of parakeratoses. The 
stratum corneum of many hyperkeratoses 
appears to contain ribonucleic acid, al- 
though less than in parakeratoses. Histo- 
chemical diagnoses by means of epidermal 
sulfur content and nucleic acids might be 
possible spectromicrophotometrically. 

Aldehyde fuchsin for the staining of horn 
substance and Gram-Weigert stain for the 
demonstration of SH-groups are not suffi- 
ciently specific for dermatologic histochem- 
istry. 

Mr. Luther R. Gilliam, B.P.A., made the photo- 
micrographs. 


Defmatology Section, Veterans Administration 
Hospital*(9). 
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Tissue Electrolyte Changes in Anaphylactic Shock 


CARL T. NELSON, M.D., New York 


It was observed ago that 
changes such as elevation of the hematocrit 
and a rise in plasma potassium levels occur 
in anaphylactic shock and other acute al- 
lergic conditions. The exact mechanisms of 


many years 


such changes have never been determined, 
but they have been ascribed by various 
investigators to disturbances of endothelial 
permeability and to the loss of intracellular 
potassium by cells which have undergone 
alterations in their membrane permeability. 

Some time ago, we became interested in 
the nature of the tissue electrolyte changes 
that follow the union of antigen and anti- 
body in sensitized animals. We carried out 
electrolyte analyses of the tissues during 
anaphylactic shock in mice, hoping that the 
data obtained in this way might add to our 
knowledge of the chemical changes induced 
by an antigen-antibody reaction. We began 
these studies by using the mouse as the ex- 
perimental animal because, in contrast to the 
guinea pig, the mouse Is a relatively cheap 
experimental animal, and this made it pos- 
sible to use the large number of animals 
required in this work. 

Data obtained early in the course of these 
investigations indicated that pronounced 
electrolyte changes regularly occur in the 
tissues of mice following the union of 
antigen and antibody. Indeed, the nature of 
these electrolyte changes in the mouse sug- 
gested that it might be possible to inhibit 
them by corticosteroid compounds. When 
we found that anaphylaxis in sensitized 


Submitted for publication August 8, 1958. 
Read at the meeting of the Cleveland Derma- 
tological Society, March 27, 1958. 

Department of Dermatology, Columbia Univer- 
sity College of Physicians and Surgeons. 

Supported by research Grant E-1479 (Cs), (Ce) 
from the Division of Research Grants, National In- 
stitutes of Health. 


110/444 


mice could be prevented by the administra- 
tion of cortisone prior to the injection of 
the challenging dose of antigen,’ the electro- 
lyte patterns in the tissues of the protected 
animal became a part of this study. 

In these experiments, mice were sensitized 
to horse serum by intraperitoneal injection 
and then were challenged two weeks after 
the last sensitizing injection by giving I ce. 
of the same antigen by rapid injection into 
a tail vein. This amount of normal horse 
given intravenously produced no 
toxic manifestations in normal unsensitized 
mice but regularly produced fatal anaphy- 
laxis in 60% to 70% of the sensitized 
animals. Tissue samples from mice dying 
in anaphylactic shock were obtained im- 
mediately after death, while the tissues from 


serum 


control animals and steroid-protected mice, 
in which the signs of anaphylaxis did not 
occur, were obtained 30-45 minutes after 
the intravenous administration of the 
antigen. This period of time was selected 
because it represented approximately the 
average time required before the sensitized 
mice died in anaphylaxis after the injection 
of the challenging dose of antigen, Analyses 
for electrolytes and determinations of water 
content, hematocrit, etc. were performed by 
methods previously described.*" 


TABLE 1—Inhibitory Effect of Corttsone on 
Anaphylactic Shock in the Mouse 














Fatal 
Anaphylactie 
Cor- No. Shock 
tisone, Sen- . — 
Mg. sitized No. % 
Sensitized controls 0 94 69 73 
3.0 45 0 0 
Sensitized cortisone- 1.5 10 1 . 10 
treated 1.0 20 3 15 
0.75 30 a 20 
0.5 20 5 25 





TISSUE CHANGES IN ANAPHYLACTIC 


The protective effect of cortisone on 
anaphylactic shock in the mouse is shown 
in Table 1. In these experiments, cortisone 
was injected 18-24 hours before the chal- 
lenging dose of antigen, but similar results 
are obtained when the cortisone is given at 
any time from 6-48 hours beforehand. 
The duration of complete protection from 
fatal anaphylaxis lasts about 48-72 hours; 
after 96 hours it is largely dissipated. The 
action of cortisone apparently is to prevent 
the ill effects of the rapid union of antigen 
and antibody. It does not prevent the com- 
bination of antigen and antibody, as 
evidenced by the fact that cortisone-treated 
surviving animals thereafter remain desensi- 
tized or immune to another challenging dose 
of antigen for a period of approximately 
7-10 days. 

As already mentioned, our preliminary 
studies had shown that the rapid union of 
antigen and antibody in mice, resulting in 
anaphylactic shock, is associated with pro- 
nounced alterations in the electrolyte compo- 
sition of the tissues of these animals. 
However, it is not clear from the early 
experiments whether the tissue electrolyte 
changes are of primary importance in al- 
lergic states, such as anaphylaxis, or whether 
they are merely secondary to other intra- 
cellular changes which occur after the union 
of antigen and antibody. For this reason, 
we undertook more extensive experiments 
to explore the patterns of alteration in tissue 
electrolyte values during anaphylaxis and to 
study the possible mechanisms of the in- 
hibitory effect of cortisone on this phe- 
nomenon. 

Table 2 shows the direction of the tissue 
electrolyte changes occurring during anaphy- 
lactic shock in the mouse. This Table shows 


TABLE 2.—Dutrection of Tissue Electrolyte 
Changes During Anaphylaxis in the Mouse 








Potassium Sodium Chloride Water 
Muscle Up Up Up Up 
Viscera . Up Up Up 0 
Skin 0 0 0 0 
Bone j Down Up Up NA 
Entire leg Down Up Up 
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only the direction of these changes, without 
presenting numerical data. Suffice it to say 
that during anaphylactic shock all electrolyte 
values in muscle and viscera are increased. 
The skin tends to show the same general 
alterations in electrolytes as muscle and 
viscera, but the extent of the change is not 
quite enough to attain statistical significance. 
In contrast to these findings, bone and the 
entire hindleg, including bone, show an in- 
crease in sodium and chloride while the 
We believe that the 
reason for the decrease in potassium in bone 
and the entire hindleg lies in the fact that 
after the union of antigen and antibody 
potassium leaves the bone and is acquired 
by muscle and viscera. 

On the other hand, when normal control 
mice are pretreated with cortisone there is 
a definite decrease in the sodium, potassium, 
chloride, and water content of the muscle, 
skin, and viscera within 24 hours (Table 3). 


potassium is decreased. 


Taste 3.—Effect of Cortisone on Tissue 
Electrolyte Values in Normal Mice 








Potassium Sodium Chloride Water 
Muscle Down Down Down Down 
Viscera Down Down Down Down. 
Skin Down Down Down Down 
Bone Down Up Down i 
Entire leg Down Up Down 





one, and the entire hindleg containing 
bone, also show a decrease in potassium and 
chloride, but the sodium is elevated. Thus, 
cortisone has the effect of causing a signifi- 
cant depression in the electrolyte and water 
values of individual tissues and organs, 
with the exception of bone sodium. We be- 
lieve that the retention of sodium in bone 
after the administration of cortisone to these 
animals may be due to the exchange of 
sodium for calcium in osseous structures. 
Apparently, this exchange occurs relatively 
rapidly, and from these data one would 
suspect that bones begin to lose calcium very 
soon after corticosteroids are administered. 
As we know, depletion of calcium in human 
bones after prolonged administration of 
cortisone may be sufficient to cause patho- 
logical fractures. 
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When the tissue electrolyte values in cor- 
tisone-protected, sensitized mice are de- 
termined after challenge with antigen, we 
find that these animals, given cortisone and 
thereby protected against the devastating re- 
sults of the rapid union of antigen and anti- 
body, show electrolyte and water values in 
muscle, skin, viscera, and bone that in all 
instances are below those found in unpro- 
tected mice dying in anaphylactic shock. 
Thus anaphylactic shock in the mouse, typi- 
fying the rapid union of large amounts of 
antigen and antibody, 1s characterized 
mainly by an elevation of all tissue electro- 
lyte levels with the exception of potassium 
in bone. In contrast to this, the prior ad- 
ministration of cortisone has the effect of 
lowering tissue electrolyte values gen- 
erally. Apparently, this general reduction 
in tissue electrolyte values effected by corti- 
sone is such that the subsequent alterations 
upward, which occur when the sensitized 
animal is exposed to a challenging dose of 
antigen, are not sufficient to reach the ab- 
normally high levels found in fatal anaphy- 
laxis. After the administration of antigen, 
some elevation of electrolyte values, of 
course, occurs in the tissues of sensitized 
mice that are cortisone-protected, but this 
rise is not great enough to reach the high 
values that are associated with fatal anaphy- 
laxis. This opposing tendency in the direc- 
tion of the electrolyte shifts in the tissues 
of the cortisone-protected animal probably 
is critical in preventing fatal anaphylactic 
shock, but we cannot say that it 1s any more 
specific than that. 

To illustrate these findings, the results 
of muscle electrolyte analyses in unsen- 
sitized control mice, as well as in anaphy- 
lactic and cortisone-protected animals, are 
shown in Table 4. Muscle electrolyte values 
for unsensitized control animals given 1 cc. 
of normal horse serum intravenously are 
recorded in Line 1 of the Table. After the 
rapid union of antigen and antibody, which 
causes fatal anaphylactic shock in unpro- 
tected sensitized mice, there is a sharp 
elevation of the electrolyte values (Line 3). 
When the mice are protected by pretreat- 
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TABLE 4.—Comparative Muscle Electrolyte Values 
in Normal and Sensitized Mice 








Fat-Free 
Dry Wt., mEq/Kg. 





Mice, Potas- Water 
No. sium Sodium Chloride % 
Controls 89 392 122 90 76 
Controls plus 44 368 112 74 74 
cortisone 
Sensitized, fatal 104 407 147 110 77 
anaphylaxis 
Sensitized, corti- 77 364 138 87 75 


sone-protected 








ment with cortisone 18-24 hours before the 
injection of antigen, the electrolyte content 
of muscle is lowered significantly, as shown 
in Line 2 of the Table. When antigen is 
administered to cortisone-protected sensi- 
tized mice, the animals survive the challenge 
apparently because the general reduction in 
tissue electrolyte levels afforded by pre- 
treatment with cortisone is sufficient to pre- 
vent the subsequent elevation of tissue 
electrolytes from reaching the abnormally 
high values characteristic of fatal anaphy- 
laxis (Line 4). 

Only electrolyte changes in muscle are 
shown in Table 4. Similar alterations occur 
in other tissues, such as skin and viscera, 
and these might equally well have been 
chosen to illustrate these findings. It should 
be emphasized, however, that the protective 
effect of cortisone in the intact mouse is ap- 
parently limited to anaphylactic shock. The 
hormone affords no protection against the 
shock that follows standardized fatal burns 
or tourniquet trauma. Moreover, other 
animals, such as the guinea pig, are not 
protected from anaphylaxis by pretreatment 
with relatively large doses of cortisone. The 
possibility, therefore, remains that other 
transient effects of cortisone not measured 
in this work, and as yet basically unknown, 
may ultimately be found to be of even 
greater importance in anaphylaxis than these 
tissue electrolyte changes. In other words, 
whether such tissue electrolyte changes are 
of primary consequence in the reactions that 
occur after the rapid union of antigen and 


antibody or whether they are merely 
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secondary changes that reflect other altera- 
tions occurring within cells still remains to 
be settled. 


A possible avenue of approach to this 
problem might be a study of the effects of 
inter-related compounds, such as cortico- 
tropin (ACTH) and 11-deoxycorticosterone 
acetate (DCA), on these phenomena. We 
undertook such an investigation and found 
that, unlike cortisone, corticotropin affords 
scant protection from fatal anaphylactic 
shock in mice. We tested various corti- 
cotropin preparations in a large number of 
experiments and found that the incidence 
of fatal anaphylaxis in the corticotropin- 
treated animals was only slightly less than 
that in the untreated sensitized mice. On 
the other hand, pretreatment with DCA not 
only does not prevent fatal anaphylaxis in 
the challenged animals but actually increases 
significantly the incidence of fatal shock.* 
The comparative effects of corticotropin, 
DCA, and cortisone on the incidence of fatal 
anaphylaxis in mice sensitized with normal 
horse serum are shown in Table 5. 


TABLE 5.—Comparative Effects of Corticotropin, 
DCA, and Cortisone on Incidence of Fatal 
Anaphylaxis in Mice Sensitized with Normal 
Horse Serum 





Fatal 
Anaphylactic 
Shock, Incidence 
Mice Chal- 
lenged, No. No. % 
Sensitized, untreated 235 146 62 
Corticotropin-treated 143 7 53 
DCA-treated 67 62 92 
Cortisone-treated (2.5 mg). 135 6 4 
Cortisone-treated (3.0 mg.) 45 0 0 


Perhaps even more revealing than the 
data given in Table 5 is the finding that 
neither corticotropin nor DCA produces the 
depression in tissue electrolyte values in 
mice that is so characteristic of pretreatment 
with cortisone. We believe that there is 
now considerable evidence to indicate that 
the tissue electrolyte changes produced by 
cortisone are of some importance in account- 
ing for the protective action of this hormone 
in mouse anaphylaxis. The failure of corti- 


Nelson 


cotropin to produce similar changes 
parallels its failure to protect these animals 
against the fatal results of the rapid union 
of antigen and antibody. Likewise, the dis- 
similar changes produced by DCA may help 
to explain its actual deleterious role in 
mouse anaphylaxis. After prior treatment 
with this drug tissue electrolyte changes are 
produced which are an accentuation of the 
changes that occur during the process of 
anaphylaxis in the unprotected mouse. 

As an extension of these studies we have 
recently investigated various classes of 
drugs with specific pharmacologic properties 
to determine their ability to prevent fatal 
anaphylaxis in sensitized mice.” These in- 
cluded drugs with adrenolytic and hypo- 
tensive properties (hydralazine [Apresoline | 
and phentolamine [Regitine]), vasocon- 
strictor or hypertensive agents (epinephrine, 
norepinephrine [arterenol], and serotonin), 
sedatives (barbiturates); tranquilizers 
(reserpine, chlorpromazine, prochlorpera- 
zine, meprobamate), a serotonin antagonist 
(lysergic acid diethylamide [LSD]), anti- 
inflammatory drugs (salicylates, phenyl- 
butazone), and some newly available steroids 
with adrenocortical properties. All of these 
compounds were administered to sensitized 
mice prior to challenge in much the same 
way that we used cortisone. The interval of 
time between the administration of the drug 
and the injection of a challenging dose of 
antigen depended upon the rapidity and 
duration of the pharmacologic action of the 
particular drug studied. 

Of this large group of compounds, we 
found that certain other steroids, such as 
hydrocortisone, prednisone, prednisolone, 
and fludrocortisone, share the ability to pre- 
vent fatal anaphylaxis in mice. Lysergic 
acid diethylamide, which blocks the action 
of serotonin, also has some protective 
power. What is perhaps more interesting 
is the finding that two of the tranquilizing 
agents with antiserotonin properties, 
namely, reserpine and chlorpromazine, will 
protect mice against fatal anaphylaxis al- 
most as well as cortisone does if sufficient 
dosage is given to produce marked sedation 
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in the test animals. Perhaps this finding 
might have been predicted, since there 1s 
now considerable evidence to indicate that 
serotonin or the release of serotonin plays 
an important role in the shock-like symp- 
toms that follow the rapid union of antigen 
and antibody in the mouse. 

In all of these studies the compounds that 
prevent anaphylaxis in mice do so not by 
preventing the union of antigen and anti- 
body. but by preventing the tissue reactions 
(i. e., the consequences) which follow the 
union of antigen and antibody. This can be 
shown by the fact that the protected 
animals that survive the antigenic challenge 
are then desensitized and refractory to sub- 
sequent challenges for about one week. 

We still have not yet had the opportunity 
to study the possible mechanisms whereby 
compounds with antiserotonin properties, 
such as reserpine and chlorpromazine, act 
to prevent the lethal end results of antigen- 
antibody union. Whether they do so by 
preventing the occurrence of some of the 
electrolyte changes described herein still is 
not known. It may be that they act by some 
totally different mechanism. 

To us, one of the most interesting exten- 
sions of this work has been the finding that 
compounds with antiserotonin properties 
can protect mice from the devastating effects 
of anaphylaxis. There is now available a 
specific antimetabolite of serotonin which 
seems to act by displacing serotonin from 
the specific receptors normally used by that 
substance. This antimetabolite, 1-benzyl-2- 
methyl-5-methoxy tryptamine (BAS), is the 
benzyl analogue of serotonin which appears 
to act as a specific antagonist of serotonin 
in living animals. It will be of some interest 
to learn how this agent behaves in mice in 
the matter of protection from fatal anaphy- 
laxis. It is also conceivable that BAS or 
other compounds of this type may even have 
some use in the suppression of anaphylactic- 
like reactions in man, inasmuch as in anaphy- 
phenomena man 
more like a 


associated 
behave 


laxis and 


sometimes seems to 
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mouse than a guinea pig. Indeed, we al- 
ready have evidence to suggest that BAS 
may exert some suppressive effect on severe 
cold urticaria in man.® 


It is also of some interest that tranquil- 
izers with antiserotonin properties, such as 
reserpine and chlorpromazine, can prevent 
traumatic shock in rats—something that 
cortisone cannot do. As reported recently, 
these substances apparently prevent fluid 
loss from damaged tissues.‘ This raises the 
question whether these compounds act by 
preventing the tissue electrolyte changes 
which we know occur after trauma or 
whether they exert their effects by blocking 
the action of toxic substances (e. g., sero- 
tonin and histamine) that are released after 
cellular damage. On the basis of these and 
other studies in progress, one may predict 
that we probably have not heard the last of 
serotonin antagonists and their effect on the 
tissue changes caused by trauma, anaphy- 
laxis, and similar reactions. 


Department of Dermatology, Columbia Univer- 
sity College of Physicians and Surgeons, 630 W. 
168th St. (32). 
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The Reduction of Gonadal Dose in Dermatologic 


Radiotherapy 


GEORGE C. ANDREWS, M.D., and ANTHONY N. DOMONKOS, M.D., New York 


There is a need for more definite infor- 
mation regarding the rate of genetic muta- 
tions occurring in man and the sensitivity 
to ionizing radiations. Although genetic 
mutations may occur spontaneously, there 
are several factors that are known to in- 
crease the rate of mutations. Ultraviolet 
light and heat are two of these. Recently 
Ehrenberg et al.’ showed that today’s mode 
of dress for men increases the testicular 
temperature. They found a difference of at 
least 3 C between clothed and disrobed 
states. They also postulated that almost 
half of the present load of spontaneous 
mutations might be due to the mode of 
dress for the past two centuries. Further, 
the heat factor might imply genetical haz- 
ards 100-1,000 times greater than those 
estimated from various sources of ionizing 
radiation. 

lonizing radiation can produce genetic 
mutations, and there is no threshold dose 
for ionizing radiation below which muta- 
tions do not occur. One single photon may 
cause mutation. This is true of all types 
of ionizing radiation, be it the highly ener- 
getic cosmic ray or the weakest grenz ray.” 

All evidence at the present time indicates 
that the frequency of mutations increases 
proportionately to the amount of radiation 
reaching the reproductive cells. Those ge- 
netic mutations induced by ionizing radia- 
tion are considered to be harmful and 
recessive in character. This genetic harm 
to a population is more or less proportional 
to the total radiation received from the time 
of conception to the end of the reproductive 
period. 

Submitted for publication Aug. 20, 1958. 

Read before the 78th Annual Meeting of the 


American Dermatological Association, Inc., Sun 
Valley, Idaho, June 4, 1958. 


An arresting statement, not to be con- 
sidered lightly, is that of Garland, “To 
have evolved to his present state, man and 
his genes have survived roughly 500,000,000 
roentgens.” 


Sources of Radiation 


At the present time it is estimated that 
about 10% of all human genetic mutations 
are caused by ionizing radiation. Mankind 
is being constantly exposed to ionizing 
radiation from various sources. One of 
these sources is background radiation com- 
posed of cosmic rays; radioactive elements 
in the ground, in buildings, and in food, 
and the radioactive elements present in the 
human body. Although the amount of back- 
ground radiation varies geographically, the 
present estimate * for the average person in 
the United States amounts to 3.1 r in the 
first 30 years of life. This amount has been 
revised from the 4.3 r reported by the Na- 
tional Academy of Sciences on the biological 
effects of atomic radiation.® 

Another source is fall-out incurred by the 
testing of nuclear weapons. At the present 
rate of testing, the 30-year dose to the in- 


dividual person is estimated to be between 
0.02 and 0.50 r.® 


The amount of radiation reaching the 
gonads from medical use of x-rays for diag- 
nosis and therapy is estimated to be 4.6 r 
per person of the general population in the 
United States for the first 30 years of life. 


Gonadal Dose from Radiation Therapy 


Of the 4.6 r gonadal dose ascribed to 
medical and dental purposes, 0.5 r is the 
amount considered to be the gonad dose due 
to radiation therapy, by Laughlin et al.® 
This amount (0.5 r) is based upon an esti- 
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mate of 2,000,000 treatments to persons 30 
years of age or younger. Included in this 
number are 60,000 treatments given by 
dermatologists and allergists. According to 
their estimates, some 1,170 dermatologists 
own x-ray equipment in this country. To 
us, even if the 60,000 treatments were 
charged to the dermatologists alone, an av- 
erage of 51 treatments given by each derma- 
tologist in one year to persons 30 years or 
younger seems to be an exceedingly low 
figure. Nevertheless, it is gratifying to note 
that, according to available statistics, the 
dermatologists are contributing only 3% of 
the 0.5 r, or 0.015 r, to the genetic load of 
the general population. 


Reduction of Radiation Therapy 


Despite the small amount of radiation 
reaching the gonads from dermatologic 
therapy, it is necessary to consider means to 
lower even this amount in order that in- 
creased benefits can be obtained from 
effective radiation for various medical pur- 
poses. The most important means of de- 
creasing the genetic load is to refrain from 
giving radiation therapy unnecessarily. 
Radiation treatment should be carefully re- 
appraised in those benign dermatoses where 
other satisfactory therapeutic methods can 
be employed, especially during the repro- 
ductive age. Nevertheless, there are several 
skin ailments in which radiation therapy 
may still be the treatment of choice in child- 
hood and during the age of reproductive 
capability. Tinea capitis of the Micro- 
sporum audouini type; severe acne vulgaris 
recalcitrant to other forms of therapy; 
keloids; hemangiomas, especially of the 
cavernous type; hidradenitis, and plantar 
warts recalcitrant to other forms of therapy 
are some of the benign skin diseases for 
which radiation therapy is still indicated. 


Radiation Beams 


In roentgen therapy there are three 
sources of radiation that may reach the 
gonads. These are the useful beam, the 
leakage, and the scattered radiation. 
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There is scattered radiation not only from 
the irradiated portion of the body but also 
from other objects, including the walls in 
the room containing the x-ray apparatus. 


Measurement of Gonadal Dose 


There are numerous technical difficulties 
in making exact measurements of the gonad 
dose. Concerning the small chambers such 
as the pocket dosimeter, Laughlin et al.® 
call attention to the decreased response to 
softer radiations and to the undesirable 
directional response of these chambers. The 
small volume of the ionization chamber 1s 
another factor obstructing exact measure- 
ments. Hodges‘ points out that the small 
ionization chambers are insensitive to the 
small amounts of radiation that reach the 
gonads. Although he reports this in regard 
to diagnostic procedures, it tends to be true 
also in common dermatologic x-ray therapy. 
The amount of variation of gonad dose is 
influenced by the positioning of the patient. 
The moving of the dosimeter slightly in the 
scrotal area produces different readings. 

These are some of the factors that make 
a report of actual gonad doses from radi- 
ation therapy unfeasible. Witten et al.’ 
have made a thorough computation of gonad 
dose under controlled conditions by using 
a phantom and then correlating these find- 
ings with clinical studies. We have done 
similar experiments, and in general our data 
agree with their findings. 


Method 


This study sought to determine means by which 
radiation reaching the gonad area could be reduced. 
The equipment consisted of the General Electric 
KX-10 x-ray apparatus; a wooden table with a 
214 in.-thick foam-rubber pad; a phantom, repre- 
senting a small child, 71 cm. in length; two Lands- 
verk pocket dosimeters with a scale reading from 
0 to 200 mr, and lead-rubber sheeting with lead 
equivalent of 1/16 in. (0.5 mm.). 

The useful beam was directed perpendicularly 
onto the head of the child-like phantom. The target 
skin distance was 25 cm. The distance from the 
center of the useful beam on the irradiated area 
to the dosimeters located at the scrotal region was 
44 cm. The scrotal position was used only, since 
the main object of the study was to find means by 
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Testing apparatus. A, cone (field diameter, 15 
em.). B, C, D, and E, sites at which lead-rubber 
shielding was used. Dosimeters are in midportion 
of phantom. 


which shielding could be used effectively to reduce 
scattered radiation. Throughout the study the tube, 
phantom, and dosimeters remained in one position. 
For the effectiveness of various shielding, 60 kv. 
and 100 kv. radiations were used. Exposures rang- 
ing from 100 r to 800 r were made to measure 
more accurately the low-milliroentgen doses ob- 
tained when shielding reduced the gonad dose. All 
values are reported as milliroentgens per 100 r. 


TABLE 1—Comparative “Gonad” Doses Received 
with Various Types of Radiation, No 
Shielding Except Cone * 








Kv. Filter, Mm. Hvl., Mm. mr/100r 
60 none 0.8(Al) 8 
100 none 1.3(Al) 20 
135 3(Al) 4.5(Al) 70 
140 0.25(Cu) 0.4(Cu) 70 
1(Al) 


* A, Figure; 100r given in each instance. 


The following protection was used alone or in 
combination (Figure): A, cone-field diameter, 
15 cm.; B, lead-rubber sheeting, covering the top 
and sides of the phantom; C, sheeting, covering the 
entire top of the pad and in contact with the phan- 
tom; D, sheeting, covering the entire table top 


TABLE 2.—-Effect of Field Size on “Gonad” Dose, 
No Shielding Except Cone * 





Diameter, 60 Ky. 100 Kv., 
Cm. mr/100r mr/100r 
3 1 1 
15 8 20 
P 25 26 52 
No cone 46 105 
* A, Figure. 
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TABLE 3.—Gonad Doses with Use of Various 
Shielding, as Indicated in the Figure 


60 Kv., 100 Kv., 

Shielding mr/100r mr/100r 
None 46 105 
A 8 20 
AD 6 13 
AC 4 8 
ACE 3 7 
ABC 2 6 





underneath the foam-rubber pad; ŒE, sheeting, 
covering the phantom from the lower ribs to the 
knees. 


Results 


Table 1 shows the gonad doses of the 
phantom at various qualities of radiation 
with no shielding except the cone. Table 2 
shows the increase of gonad dose as the 
field diameter of the cone is increased and 
the marked accretion when no cone is used. 
Table 3 gives the gonad doses for 60 kv. 
and 100 ky. radiation, with shielding used 
in various combinations. 


Conclusions 


From data obtained we believe that the 
gonad dose in dermatologic roentgen therapy 
may be reduced effectively in the following 
ways: 

1. All radiation treatment should be care- 
fully reappraised in those benign dermatoses 
where other satisfactory methods of treat- 
ment can be used. 

2. Owners of outdated x-ray apparatus 
should check for possible excessive leakage 
from the tube housing. 

3. The most important single factor is 
the use of treatment cones to limit the radi- 
ation solely to the desired area of treat- 
ment. 

4. Scattered radiation reaching the gon- 
ads, with the exception of that passing 
through the body, can be attenuated to zero 
by proper shielding methods. 

5. There is less scattering produced at 60 
kv. than at 100 kv., and, therefore, the 
proper quality of radiation should be care- 
fully selected for the treatment of lesions. 
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6. Proper shielding can reduce the gonad 
dose by approximately 95% of the gonad 
dose delivered when no shielding is used. 


Summary 

The increased publicity given to the haz- 
ards of ionizing radiation used for medical 
purposes makes it timely to evaluate how 
dermatologic roentgen therapy is affected. 
Present evidence indicates that the radia- 
tion reaching the gonads in dermatologic 
radiotherapy is only a small amount, and 
even that can be reduced to practically zero 
by proper shielding methods. 


Mr. Carl Braestrup gave advice on the technical 
aspects of this study. 


115 E. Gist St. (21). 
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ABSTRACT OF DISCUSSION 


Dr. ANTHONY C. CrpoLLARO, New York: Dr. 
Andrews and his collaborator, Dr. Domonkos, are 
to be congratulated for their excellent paper. 
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I should like to bring to your attention the fact 
that our Secretary was the first to write on gonadal 
doses, nearly 10 vears ago. It is interesting to note 
that the figures which he obtained at that time, 
when performing experiments in scmewhat cruder 
fashion than we do today, compared pretty well 
with those that have been published recently. 


The authors reviewed and abstracted the volumi- 
nous literature, which is fast accumulating. per- 
taining to the harm resulting from exposure of 
the gonads to radiation. They indicated the sources 
of these ionizing radiations and the methods for 
their reduction. It gives dermatologists a sense 
of relief to learn that they are contributing only 
15 mr to the genetic load of the general population 
from conception to age 30 years. This amount of 
radiation is only 0.5% of the background radiation 
to which all persons are exposed and for which 
there are practically no protective methods at 
present. 

The experiments were designed to show the 
effect of shielding on the amount of radiation 
reaching the gonads. Thus, it is shown that when 
the face is exposed, as, for example, in treating 
acne vulgaris, the amount of radiation reaching the 
gonads, when 60 kv. is employed and the cone is 
eliminated, amounts to 45 mr for each 100 r 
applied, and, with complete shielding, this is re- 
duced to 2 mr. The figures are, naturally, higher 
when harder radiations are employed. These fig- 
ures compare well with those published by others 
and with those which I obtained from my experi- 
ments. 

When epilating the scalp, for example, only 
20 mr reach the region of the gonads, and, trans- 
lated into the ratio of milliroentgens to 100 r 
delivered, this figure amounts to 1.3 mr per 100 r. 
In other words, whenever you epilate the scalp, 
for every 100 r you apply, only 1.3 mr reaches 
the gonads. 


Here, I would like to point out that this infini- 
tesimal amount of radiation is measured on the 
surface of the body. This measured amount would 
be further reduced if it were possible to employ a 
needle chamber right in the center of the testicle 
or to place the chamber at the site of the ovary. 
Measurements which I have already obtained by 
placing the chamber deep in the vagina indicate 
that the body acts as an efficient shield. 

With the ionization chamber deep in the vagina, 
while the face was being treated for acne, zero 
readings were obtained repeatedly. We have de- 
termined by experimental means that we can re- 
duce the amount of radiation reaching the gonads 
by using modern shockproof apparatus, by shield- 
ing, by tilting the tube away from the gonads, by 
not exposing the gonads to a direct beam of radia- 
tion, and by using cones. We found that a lead’ 
shielding of a thickness of 4 mm. of lead absorbs 
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practically all the radiation generated with 100 kv., 
and so all that one needs to do, if one wants to 
protect the gonads, is to put 4 mm. of lead over 
the region of the gonads. This is somewhat im- 
practical, and it is heavy. The ordinary lead shield- 
ing which is used, 1 mm. of lead, is sufficient to 
eliminate most of the radiation reaching the gonads. 


The burden of proof that a single photon of 
X-rays Causes mutations rests with the geneticists. 
The human race has been subjected to millions of 
roentgens of background radiation, and yet each 
successive generation is in better physical and 
mental health than the previous generation. The 
congenital anomalies are less rather than more. 
There must be a certain amount of radiation which 
the human body absorbs and which causes no ob- 
vious defects. Direct application of superficial rays 
to the scrotum may cause mutation. This same 
quality of radiation applied over the ovaries js 
absorbed by the intermediate tissue, and little, if 
any, radiation reaches the ovaries. 


The situation is very different when y-radiation 
or high-voltage radiation is used. It is worthy of 
note that in spite of the fact that Madame Curie 
and her husband, Pierre, were exposed to so much 
y-radiation at a time when little was known of the 
biological effects of ionizing radiation and even less 
was known of the methods of protection from these 
radiations, one of their offspring turned out to be 
a brilliant writer and another turned out to be a 
brilliant scienist. 

Congenital anomalies occurred long before der- 
matologists employed superficial x-rays for the 
treatment of malignant as well as nonmalignant 
skin diseases, and they still occur today. If the 
incidence of human monsters and other congenital 
defects, of leukemia, and of bone cancer should 
suddenly increase, it would not be through the use 
of x-rays for the treatment of benign diseases of 
the skin but, rather, through radiation from test 
explosions of atom and hydrogen bombs and radia- 
tions from industrial plants and radioactive wastes. 


Dr. Francis A. Extis, Baltimore: I may have 
mentioned this before, but I should like to have 
somebody explain to me why things are not dif- 
ferent. I have a relative who at the age of about 
37 years, in 1927, received enough radiation for 
excessive menstruation to stop her menstrual 
periods. She had one child, who is 17 years old. 
The mother had had no other pregnancy up to that 
time. While she was amenorrheic, she became 
pregnant and had twins. They died because of a 
toxemia of pregnancy. Two years later she had a 
normal child, about three years after the radiation 
treatments. This child now has two children who, 
as far -as I am aware, are normal. The progeny 
of the third pregnancy of the patient who received 
the radium treatment went through college and got 
a degree. It may be just chance that this occurred, 
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but I can’t understand how it could even happen 
with this tremendous dose of radiation to the 
ovaries. 


Dr. Ervin Epstrern, Oakland, Calif.: We are 
all faced with the problem today of judging just 
how dangerous x-ray therapy really is. The skin 
tolerance is well known, but what about the vague, 
claimed reactions of leukemia, shortening of life, 
genetic mutations, etc.? Are these real? Can we 
ignore or must we accept the claims of the alarm- 
ists in our midst? Twenty to thirty years ago an 
experiment was set up that should give us a great 
deal of ammunition to support our concept that 
x-ray is a valuable therapeutic tool and not the 
invention of devils designed to destroy the human 
race and civilization or should show us that we can 
not use this modality indiscriminately. At that 
time, a large number of patients, estimated at over 
10,000, had thorium injected intravenously to vis- 
ualize the liver and spleen. Thorium, which must 
be distinguished from thorium-X, has a half-life 
approaching that of radium. These patients today 
still show radioactivity in the liver and spleen. In 
other words, these patients have been bombarded 
by radiation, albeit comparatively soft radiation, 
intra-abdominally for one to three decades or 
longer. A study should be made of these patients. 
What is the incidence of primary cancer of the 
liver and spleen in this group? What is the inci- 
dence of intra-abdominal cancer? What is the in- 
cidence of leukemia? What congenital defects 
have developed in offspring of these patients? 
What has been their life expectancy? Is there 
any evidence of sterility in these people? Here we 
have a beautiful set-up to study the effects of 
radiation—not in fruit flies, not for limited periods 
of time, but continuously for more than a genera- 
tion. All we have to do is to harvest the findings 
in this group of patients. Then we should have a 
much clearer concept of the safety or dangers of 
this agent. It is felt that this group should recom- 
mend this study to the proper authorities. 


Dr. Eart D. Osporne, Buffalo: Two very prac- 
tical and important things have occurred in the 
last month. About four weeks ago, on a Sunday, 
in the “Science” part of The New York Times, it 
was stated that the Atomic Energy Commission 
had adopted a rule that no employee of that Com- 
mission may receive more than 25 mr per week. 
I think this is an important figure for us from a 
medicolegal standpoint, and we should bear it in 
mind and have measurements made regarding 
leakage from our machines, with regard to our 
assistants, nurses, etc. 


The other thing is that about two weeks ago, in 
New York state, where we have to register our 
x-ray equipment and radium with the Board of 
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Health, they sent around an inspector. He went 
over the machines very carefully with respect to 
leakage, and he told me that one very popular ma- 
chine in this country has terrific leakage around 
the head of the machine. I suggest that you have 
your machines tested for leakage around the head. 

Another very practical thing is this—if any of 
you have radium containers that are smooth where 
they open and do not interlock, you have to change 
them, because there is a great leakage from a 
chamber, even a 2 mc. chamber, unless the sides 
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interlock. Companies are now making interlocking 
lead chambers for radium. 

Dr. Greorce C. Anprews, New York: I think 
that it would be worth while for geneticists or for 
dermatologists to assemble records, such as Dr. 
Ellis mentioned of his family, and others, like Dr. 
Pfahler, of Philadelphia, who lived to be 82, in 
order to study the longevity and fertility of derma- 
tologists. I think that we could get records to show 
that we are as healthy as any other portion of the 
human race. 


Oxytetracycline Hydrochloride-Polymyxin B Sulfate 


Topical Powder 


Used in Over 5,000 Patients Without Significant Allergic Reactions 


SHERWOOD W. BAREFOOT, M.D., Greensboro, N. C. 


A few years ago, it was frequently heard 
that antibiotics used systemically should not 
be used topically for fear of sensitizing the 
patient to the medication, thereby depriving 
him of its systemic use at a later date. This 
statement proved true, in the experience of 
most physicians, in regard to the topical 
use of penicillin and sulfonamides in adults: 
but most antibiotics, which have subse- 
quently come into general use, seem to 
cause very little cutaneous sensitization. 

The experiences reported herewith deal 
with the local use of oxytetracycline hydro- 
chloride mixed with polymyxin B sulfate.* 
According to the manufacturer, the exact 
formula in the preparation of 1,000 gm. of 
the powder is as follows: 


Gm. 
Oxytetracycline hydrochloride 33.09 
Polymyxin B sulfate 1.44 
Lactose, U. S. P. 965.47 


The formula is based on a potency of 925 
units per milligram plus a 2% overage of 
oxytetracycline hydrochloride and 7,100 
units per milligram plus a 2% overage of 
polymyxin B sulfate. 

The powder was made available for gen- 
eral use during the summer of 1951. In 
the cases being reported, it was at first used 
occasionally but was subsequently used 
routinely in six types of cases, as noted in 
the Table. It is felt that a fairly large 
number of patients used the powder in the 
beginning but are not included in this study 
because their charts were not identified in 
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* Terramycin Topical Powder, Chas. Pfizer & 
Company, Inc., Brooklyn (6). Ample supplies of 
this preparation were furnished by the manufac- 
turer for this study. 


Composite Types and Number of Cases in Which 
Powder Was Used 
oo ———_——_—_—orSSS—™|: =" 


Patients, 
Types of Cases No. 

1. Simple biopsy sites 1,242 
2. Excision, curettage, or electrodesiceation of 

epidermal lesions 2,367 
3. Excision of noninfected subcutaneous tumors & 

deep epidermal lesions 616 
4. Incision or excision of infected subeutaneous 

tumors 1,108 
5. Intertrigo & secondary infected fungus infection 

of crural regions & feet & infected hyperhi- 

drotic feet 148 
6. Infected leg ulcers 210 

Total 5,691 


a manner so that they could be located when 
these data were collected, 

Wright and Tschan ! and Sulzberger and 
Wolf” have previously noted the low in- 
cidence of allergenic eczematous sensitiza- 


tion from topically applied oxytetracycline 
(Terramycin) ointment. 


Types of Cases 


1. Simple Biopsy Sites—The powder has been 
applied to biopsy sites in 1,242 instances. The 
biopsies. included small “punches,” which were not 
closed with suturing, and excision biopsies, with 
the skin edges having been approximated with black 
nonabsorbable surgical sutures (silk). In the 
former instance, the defect left by the “punch” 
was kept filled with the powder until healing was 
complete. Where sutures were used, powder was 
placed in the incisional defect before closure, and 
the skin at the site was kept covered with the 
powder until sutures were removed. N o infections 
occurred, 


No allergic skin reaction to the powder occurred 
in these patients. 


2. Excision, Curettage, or Electrodesiccation of 
Epidermal Lesions.—There were 2,367 cases in. this 
group, consisting, for the most part, of verrucae, 
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keratoses, epidermal nevi, and early noninvasive 
epitheliomas. No suturing was used. In most in- 
stances, the powder and a dressing were applied at 
the time of surgery, The patient was instructed to 
remove the dressing after 24 hours and wipe the 
site with benzalkonium (Zephiran) chloride or 
thimerosal (sodium ethylmercurithiosalicylate, Mer- 
thiolate) two or three times daily until healed. 
Several allergic skin reactions to thimerosal were 
encountered in this group. On this regimen, a few 
infections occurred, which cleared promptly when 


crusts were removed and the oxytetracycline-poly-- 


myxin B powder was resumed and used regularly. 


One instance of mild dermatitis venenata, pre- 
sumably due to the powder mixture, occurred among 
these patients. 

3. Excisions of Noninfected Subcutaneous 
Tumors and Deep Epidermal Lesions —This group 
included 616 patients with lesions, consisting 
principally of noninfected sebaceous cysts, epi- 
dermoid cysts, epitheliomas, dermatoñbromas, 
keratoacanthomas, neurofibromas, and deep nevi, 
which were excised and the operative defects closed 
with black silk sutures. Powder was liberally ap- 
plied to the tissues exposed by incision, and the 
sutured skin was kept covered with the powder 
until sutures were removed. There were no in- 
fections. 

None of these patients showed any allergic 


skin manifestations from the powder. 


4. Incision or Excision of Infected Subcutaneous 


Tumors—There were 1,108 patients—mainly with 
infected sebaceous cysts—in this group. Frequently, 
cysts which were infected could not be excised when 
first seen. Such lesions were drained, packed with 
the powder, and often treated with systemic anti- 
biotics along with other conventional measures. On 
many occasions, the cyst could be removed in spite 
of the infection. In sueh a case, the operative site 
was treated with the powder in the same manner as 
when the sac was not removed. The oxytetracycline- 
polymyxin B powder was very effective in bringing 
the infection under control in these patients. 

Nothing was encountered to suggest an allergic 
skin reaction in these cases. 

5. Intertrigo and Secondarily Infected Fungus 
Infections of the Crurai Regions and Feet and In- 
fected Hyperhidrotic Feet—I\n 148 such cases, the 
use of this powder was very helpful in conjunction 
with other appropriate measures, such as wet dress- 
ings, during the acute bacterial aspect of the 
dermatitis. In no instance was it thought that its 
use aggravated an underlying fungus infection. 

In not a single instance did a patient in this 
group exhibit anything to suggest allergy to the 
powder. 

6. Infected Leg Ulcers—I\n this group, 210 pa- 
tients had the powder used topically on ulcers. In 
some instances the plam oxytetracycline hydro- 
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chloride-polymixin B sulfate powder was used, 
while in others it was mixed with absorbable 
gelatin (Gelfoam), as has previously been re- 
ported* Many of these patients have used the 
powder on ulcers for more than six months. It 
has been used routinely in such cases until healing 
is complete. One patient with a large ulcer has 
used the powder at least twice weekly for more 
than five years. The ulcer was of 30 years’ dura- 
tion and originally was filled with foul-smelling 
pus. The antibiotic-absorbable gelatin powder mix- 
ture promptly cleared up the infection. The ulcer 
has filled in to skin level with healthy tissue and 
is healed except for lack of epithelium. She gets 
along so well by cleaning the ulcer and applying 
powder twice weekly that she does not wish a 
skin graft, in view of her advanced age. 

No allergic skin reactions have been encountered 
in these patients. 

7. Allergic Skin Reaction Encountered.—A non- 
pigmented epidermal nevus, 3 mm. in diameter, was 
excised from the forehead of a 42-year-old white 
woman. Thimerosal was used for cleansing the 
skin, and 2% procaine was used as a local anesthetic. 
She wished to wear an adhesive dressing over the 
site for cosmetic reasons. She was told to cover 
the site of excision with the oxytetracycline-poly- 
mixin B powder mixture daily. On the sixth post- 
operative day she returned, with erythema, fine 
vesicles, and considerable itching around the site 
of excision. The powder was discontinued and the 
eruption had disappeared five days later. 

Patch tests to thimerosal and 2% procaine were 
negative. A test to oxytetracycline topical powder 
was 1+ at 48 hours. Patch tests to polymyxin B 
sulfate and plain oxytetracycline powder were nega- 
tive. Eight days after the eruption was noted, she 
was given oxytetracycline, 250 mg. by mouth every 
eight hours for three doses, without reaction of 
any type. 

The patient was not patch-tested to lactose, 
U. S. P., because at the time the nature of the 
inert material in the powder was not known to me. 

It is speculative as to why she showed a slightly 
positive skin reaction to the mixture of the two 
antibiotic powders and a negative reaction to each 
antibiotic individually. Whether combining them 
increased the allergenic potential for her is prob- 
lematic. It would seem unlikely that the lactose in 
the powder mixture played any part in producing 
the reaction. 


Summary and Conclusions 


A powder, containing a mixture of oxy- 
tetracycline hydrochloride and polymyxin B 
sulfate, has been used on 5,691 pafients un- 
der circumstances in which preventing or 
combating bacterial infection was desired. 
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It was found to be effective for these pur- 
poses. 


The length of time over which the powder 
mixture was used varied from one applica- 
tion to over five years’ continuous use in 
one patient. Several patients have -used it 
for six months or more. 


In only one instance did a patient ex- 
hibit any manifestations of an allergic skin 
reaction. This was of a very mild nature. 
Patch test to the powder mixture gave a 
weakly positive reaction, whereas the in- 
dividual antibiotic components gave no re- 


action. Subsequently, she showed no 
reaction to the systemic administration of 
oxytetracycline. | 
Barefoot 


It may be emphatically stated that oxytet- 
racycline hydrochloride has a very low sen 
sitizing index on the skin and is safe for 
topical therapy. 


106 E. Northwood St. 
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Phenylpyruvie Oligophrenia 


An Evaluation of the Light-Sensitive and Pigmentary Characteristics of Seven- 


teen Patients 


C. WALTER HASSEL Jr., M.D., and LOUIS A. BRUNSTING, M.D., Rochester, Minn. 


Phenylpyruvic oligophrenia* is a rare, 
inherited, metabolic fault that appears first 
in childhood. It involves inability to con- 
vert properly the essential amino acid, 
phenylalanine, into tyrosine and is asso- 
ciated with excretion of phenylpyruvic acid 
and other abnormal metabolites in the 
urine. Affected persons are invariably 
mentally deficient or idiotic ** and are 
almost uniformly blond, light-skinned, and 
blue-eyed.2>7 The etiologic relationship to 
mental deficiency is unexplained °; the re- 
lationship to blondness is thought to lie in 
the inability to convert phenylalanine prop- 
erly into tyrosine in the process of forming 
melanin. Certain peculiarities of the skin 
also have been described in association with 
phenylketonuria, but this paper is chiefly 
concerned with the pigmentary aspects of 
the disorder. 

In 1934, Fölling,ë of first 
described the presence of phenylpyruvic 
acid in the urine of certain mentally defec- 
tive patients. A characteristic deep green 
color appeared when a few drops of ferric 
chloride were added to the urine. Fölling 
identified phenylpyruvic acid as the abnor- 
mal metabolite in the urine responsible for 
this color reaction and named the condition 


Norway, 
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“imbecillitas phenylpyruvica.”” Subsequent 
reports in the English and French literature 
have confirmed the specificity of Folling’s 
test. 


Associated Dermatologic Abnormalities 


Specifically, Fölling mentioned two pa- 
tients with this condition with rough white 
papules on the extremities: one patient 
plagued by eczema all his life and another 
with chafed, scaly skin, which on his thighs 
was “ostensibly swollen from sunburn.” 

In November, 1937, the first extensive 
American article on phenylketonuria ap- 
peared. Jervis! reported in detail on 50 
personally studied cases at Letchworth Vil- 
lage in New York. Eighty-six per cent of 
his patients had blond hair, and sixty-six 
per cent had coexisting blue eyes. One blue- 
eyed baby with phenylpyruvic oligophrenia 
appeared in a family whose members for at 
least three generations had been of very 


dark Mediterranean complexion. About 
50% of Jervis’ patients had “diffuse 
eczema,” and one died from “severe 
eczema.” One patient showed “typical 


patches of psoriasis.” The majority showed 
acrocyanosis. Jervis was impressed with 
the generally “pale and delicate” skin and 
the fact that, “Numerous patients showed 
erythema when exposed to the sun for short 
periods.” 


Additional clinical observations include 
increased sensitivity to sunlight,’* failure 
to tan, a disproportionately high incidence 
of eczema,!35810 dermographism,** hyper- 
hidrosis,? acrocyanosis,* excoriations,” sep- 
tic spots? and widely spaced teeth, most 


conspicuously the incisors.?*°1" 


PHENYLPYRUVIC OLIGOPHRENIA 


Basic Metabolic Fault 


L-Phenylalanine, an essential amino acid 1? 
not synthesized by the human body, is re- 
quired from an exogenous food source. 
Most protein foods contain an average of 
5% of phenylalanine,'® which on ingestion 
and absorption reaches the liver via the 
portal circulation. In the presence of oxy- 
gen, diphosphopyridine nucleotide, and 
phenylalaninase or phenylalanine hydrox- 
ylase, the phenylalanine normally is 
hydroxylated rapidly and irreversibly in the 
para position to form tyrosine, the basic 
building block of melanin. It is this initial 
fundamental step which is greatly impaired 
in the patient with phenylketonuria! be- 
cause the enzyme, phenylalaninase, is geneti- 
cally absent from the liver or, if present, 
is altered or inactivated. However, about 
10% of the phenylalanine in these patients 
is transformed to tyrosine through a yet 
unknown metabolic pathway.” This has 
been determined by use of radioactive- 
labeled phenylalanine.*:'7 Consequently, the 
serum tyrosine of persons with phenylketo- 
nuria is often normal.*> Since persons 
with phenylketonuria ® can transform only 
small quantities of phenylalanine to tyro- 
sine, excessive phenylalanine accumulates 
in the serum. The serum tyrosine remains 
unchanged. 


The body apparently makes an attempt to 
get rid of the excess serum phenylalanine 
by shunting it through alternative metabolic 
routes. It ultimately reaches the urine as 
phenylpyruvic,'® phenyllactic, | phenylace- 
tic,®14 and o-hydroxyphenylacetic acids,!%20 
as phenylacetylglutamine,®?!?? or even as 
phenylalanine. 


The interpretation of the light coloration 
of persons with phenylketonuria remains 
to be explained, considering that the serum 
values in such persons are normal for tyro- 
sine but are elevated for phenylalanine. 


Two interesting observations point to a 
possible solution of this problem. In the 
first place, it has been shown that tyrosine 
when fed in large quantities to blond per- 
sons with phenylketonuria causes their hair 
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to darken. The light color returns when 
the doses of supplementary tyrosine are 
stopped.** Secondly, the hair darkens when 
such patients receive a diet low in phenyl- 
alanine.®:*4-7° Thus, raising the serum level 
of tyrosine or lowering the serum level of 
phenylalanine causes the hair to darken. 

Moreover, Dancis and Balis? showed 
that production of melanin was clearly in- 
hibited in mixtures of tyrosine and plant 
tyrosinase in vitro when the concentration 
of the L-phenylalanine was 10 times that of 
the tyrosine. This is analogous to natural 
conditions in the serum of patients with 
phenylketonuria. This inhibitory effect sug- 
gested to Dancis and Balis a means of ex- 
plaining the blond coloration of the skin 
so distinctive in persons with phenylketo- 
nuria. Since phenylalanine is similar in 
structure to tyrosine, it competes with the 
tyrosine for the enzyme tyrosinase and 
emerges victorious because the tyrosine is 
outnumbered, so to speak. The relatively 
small amount of tyrosine in the patient’s 
serum can find little available tyrosinase, 
which has not been inactivated through its 
union with the excess phenylalanine. Under 
such conditions, even though serum tyro- 
sine levels are normal, melanin cannot be 
produced. Only by restoring the normal 
ratio of phenylalanine to tyrosine, either by 
lowering the concentration of serum phen- 
ylalanine or increasing the concentration of 
serum tyrosine, can the competitive inhibi- 
tion by phenylalanine for tyrosinase be 
nullified, with consequent normal produc- 
tion of melanin.?%.?7 

This hypothesis of competitive inhibition, 
voiced by Dancis and Balis, was strength- 
ened when Miyamoto and Fitzpatrick dem- 
onstrated the inhibition of melanin 
formation by phenylalanine by using mam- 
malian tyrosinase, which is more specific 
in its action than the plant tyrosinase used 
in the original work.?* Although a relation- 
ship between the degree of pigmentation of 
the hair and the ratio of serum phenylala- 
nine to tyrosine seems apparent from the 
foregoing, no correlation is evident between 
the degree of mental deficiency and the 
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levels of serum phenylalanine or phenyl- 
pyruvic acid in urine.?*?* 


Group Studied 


Seventeen patients with phenylpyruvic oligophre- 
nia, residing at a nearby institution for mental 
defectives, were studied.* These included 7 fe- 
males and 10 males, ranging in age from 11 to 
7/2 years. 

Eight had blond hair (44%); seven had some 
shade of brown, and two had white hair with 
notable tinges of gray. Five of the seven with 
brown hair had light brown hair, and two had 
dark brown hair. If one includes the five patients 
with light brown hair and the two with pre- 
dominantly white hair, the percentage of those with 
“fair” hair is approximately 90. A high propor- 
tion of the younger patients were blond. All four 
ll-vear-old subjects were blond; the other four 
blonds were aged 17, 18, 25, and 72 years. Oddly 
the oldest patient, aged 72 years, was predominantly 
blond with tinges of gray. 

The preponderance of blonds in the younger age 
group may be explained partially by the normal 
tendency of hair to become darker with age,’™ but 
the most logical reason for this phenomenon in this 
and Jervis’* series is the one, suggested by Dancis 
and Balis* and substantiated by Miyamoto and 
Fitzpatrick,” which has been mentioned. 

More of the patients in this series had blue eyes 
than had blond hair. Thirteen (about 77%) had 
blue eyes of varying shades. Three had blue eyes 
with additional brown color, and one had brown 
and greenish-brown speckled eyes. 

Controls —Twenty-four other persons with 
higher intelligence from the institution population 
were chosen as controls. The age and sex range 
roughly approximated that of the study group. 
Eight of the controls had blue eyes and blond 
hair; eight had brown eyes and black hair, and 
eight had red hair and eyes of various colors. 
Although the number of control subjects may not 
be statistically significant, certain 
findings became evident. 


extremes in 


Melanin Spots 


Pigmented lesions, that is, melanin spots 
of light brown to black color, were counted 
on four sites: the arms, the legs, the trunk, 
and the head and neck. Areas of tattoo or 
hemosiderosis were not included. Counts 


* Officiz is of the Minnesota School and Colony, 
Faribault, Minn. (E. J. Engberg, M.D., Superin- 
tendent, Thornton Smith, M.D., Clinical Director, 
and H. H. Bruhl, M.D., Pediatrician) cooperated 
in this study. 





126/460 


exceeding 100 for any site were not pur- 
sued further but recorded as 100+. 

The skin of 10 patients with phenylpyru- 
vic oligophrenia was fair. The total count 
of melanin spots in the skin of 11 of the 
17 patients was 100 or less. Among the 
controls, on the other hand, only two 
(25%) of the blue-eyed blonds, three 
(38%) of the brown-eyed brunets, and 
none of the redheads had fewer than 100 
such lesions. Five of the eleven phenyl- 
ketonurics (30%) had 20 or fewer pig- 
mented lesions, whereas none in the three 
control patients showed so few lesions. Of 
the five phenylketonurics with 20 or fewer 
melanin spots, three were aged 11 years; 
one was aged 14, and one, 29. Among the 
control patients with fewer than 100 le- 
sions, the two blue-eyed blonds were aged 
11 and 14 years and the three brown-eyed 
brunets were aged 11, 28, and 34 years. 

Among the patients with phenylpyruvic 
oligophrenia there was no apparent correla- 
tion between blondness of the hair and the 
sparsity of pigmented lesions. Two blonds 
had more than 200 melanin spots. 

A subject with few melanin lesions did 
not necessarily have small-sized spots. Six 
of the eleven phenylketonurics with fewer 
than 100 lesions had one or more pig- 
mented areas 6 mm. in diameter or larger. 

All but three (879%) of the control pa- 
tients showed the greatest number of mela- 
nin spots on the arms. All the redheads 
had more than 100 such lesions on the 
arms. Eleven (about 65%) of the phenyl- 
ketonurics had the greatest number of pig- 
mented lesions on the arms. 

Six of the patients with phenylpyruvic 
oligophrenia showed obvious discrete sharp- 
ly marginated tanning of sun-exposed 
portions of the body. 

Comment.—Apparently no comparative 
count of melanin spots has been done be- 
fore, for, in 1955, Lerner ?® suggested a 
nevus count be done in both sexes at dif- 
ferent ages and for different types of skin 
coloring. Essentially this has been done in 
the present work, although the count was 
not limited to pigmented nevi in the strict- 
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est sense but to all lesions which appeared 
to be melanin spots. 


Tolerance of Ultraviolet Light 
Method of Study 


A preliminary investigation of the drug intake of 
all subjects showed the following method was unin- 
fluenced by photosensitizing medicaments. A total 
of ten 1 in. squares, % in. apart, were cut in 
two parallel rows from a piece of muslin of sufti- 
cient size to cover completely the upper part of 
the back of the patient, and the muslin was an- 
chored in place on the back when necessary with 
adhesive tape at the periphery. Since the subjects 
were restless, each square was outlined on the 
patient’s skin with an indelible marker, so that 
any movement of the square could be detected 
and immediately corrected during exposure. Ail 
subjects were exposed to an ultraviolet lamp 7+ 
providing a hot quartz-mercury arc spectrum at 
a constant distance of 36 in. perpendicular to the 
upper middle part of the back in all except one 
case. One aperture was unveiled at first, and one 
additional aperture was exposed each 10 or 15 
seconds, so that at the conclusion of the study the 
first square unveiled had been exposed to ultra- 
violet light for 1 minute 40 seconds or for 2 min- 
utes and 30 seconds, whereas the last received 
only 10 or 15 seconds, depending on whether 10- 
or 15-second intervals were used. Initially 10- 
second intervals were employed for the redheads 
and the patients with phenylketonuria, as a greater 
sensitivity to ultraviolet light was anticipated. 
However, it became necessary to retest several 
patients with phenylketonuria with use of 15- 
sec. intervals in order to elicit erythema. Total 
exposure time and intervals were arbitrarily de- 
termined initially by exposing the investigator’s 
skin for 30 sec. to a total exposure time of 5 min- 
utes, with 36 in. as the light-to-skin distance. 

The minimal erythema dose was arbitrarily taken 
to be the total exposure time of the square ex- 
posed for the least time that showed a perceptible 
erythema at the end of six hours. The minimal 
time required to elicit erythema at the end of 30 
hours also was determined. 

One week after ultraviolet irradiation the test 
sites were inspected for residual pigmentation or 
tanning. 


Tolerance to Ultraviolet Light: Minimal 
Six-Hour and Thirty-Hour Erythema 
Doses 

The duration of exposure necessary to 
elicit ‘minimal erythema six hours later in 





t Burdick ultraviolet lamp with mercury-quartz 


burner, Type A 909B, Serial 44. 
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the phenylketonurics and the control sub- 
jects is shown in Table 1. 


TABLE 1—Duration of Exposure to Ultraviolet 
Light Necessary to Produce a Minimal 
Erythema at the End of Six Hours 
in Patients with Phenylketonurta 
and Controls 





Controls 
Exposure, — — 

Sec. Patients Blond Brunet Redhead 

0-15 0 1 1 0 
16-30 4 3 0 3 
31-45 6 1 2 4 
46-60 6* 3 4 0 
61-75 0 0 0 1 
76-90 1 0 1 0 
Total 17 8 8 8 


* For one of these patients a 30 in. skin-to-light distance was 
used instead of a 36 in. distance before erythema could be elicited. 


The minimal erythema dose time for the 
majority of phenylketonurics (94%) and 
controls (83%) fell within the rather well- 
defined though somewhat broad limits ex- 
tending from 16 sec. to 1 min., inclusive. 
Of the controls, roughly 88% of the blonds, 
75% of the brunets, and 88% of the red- 
heads fell within this time range. The 
actual range for the entire 88% of the red- 
heads, however, was from 16 sec. to only 
45 sec., inclusive, confirming the impression 
that redheads have a noticeable sensitivity 
to ultraviolet light. 

The only patient who showed marked 
insensitivity to ultraviolet light was a pa- 
oligophrenia. He showed no erythema until 
the light-to-skin distance was changed from 
36 to 30 in. and exposures were made at 
intervals of 15 seconds. Even then it re- 
quired 1 minute to produce an erythema 
persisting less than 30 hours. 

The minimal time necessary to produce 
erythema persisting 30 hours after expo- 
sure to ultraviolet light in the various sub- 
jects is indicated in Table 2. Fighty-eight 
per cent of the phenylketonurics showed 
minimal erythema at the end of 30 hours 
on exposure for 16 to 90 seconds. Of the 
controls, 75% of the blonds, 100% of the 
redheads, and only 25% of the brunets fell 
within this range. The other 75% of the 
brunets required longer exposures to pro- 
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TABLE 2.—Duration of Exposure to Uitraviolet 
Light Necessary to Produce a Minimal Erythema 
at the End of Thirty Hours in Patients 
with Phenylketonuria and Controls 





Controls 
Exposure, 
Sec. Patients Blond Brunet Redhead 
16-30 1 0 1 1 
31-45 3 1 0 0 
46-60 3 3 1 2 
61-75 3 0 0 2 
76-90 5 2 0 3 
91-105 0 1 2 0 
106-120 \ 0 3 0 
121-135 l 0 1 0 
136-150 0 1 0 0 
Total 17 8 8 8 


* For this patient a 30 in. skin-to-light distance was used. 


duce erythema for 30 hours. Again, the 
redheads appeared the most sensitive to 
ultraviolet light; the brunets were least 
sensitive, and the blonds were roughly the 
same as the persons with phenylpyruvic 
oligophrenia. The insensitive phenylketo- 
nuric required 2 minutes of exposure at 
30 in. to produce minimal erythema 30 
hours later. This was probably more expo- 
sure than any other subject received, when 
one considers that the-intensity of the ultra- 
violet light varies inversely with the square 
of the distance and the light was 6 in. 
farther away from the other persons. His- 
tologic examination of the skin of this one 
patient showed the stratum corneum to be 
of normal thickness and hence not account- 
able as a filter of erythema-producing ultra- 
violet rays. 


Pigmentary Response to Exposure to 
Ultraviolet Light 

The minimal exposure time required for 
residual tanning or pigmentation at the end 
of one week is recorded in Table 3. 

Roughly 41% of the patients with phen- 
ylpyruvic oligophrenia, 50% of the blond 
controls, 62% of the brunet controls, and 
12% of the redheads tanned with the ex- 
posures used. Of the seven patients who 
tanned with ultraviolet light, four also 
tanned with sunlight. Two additional phen- 
ylketonurics showed obvious residual tans 
from summer sun but did not tan with the 
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TABLE 3.—Minimal Duration of Exposure to 
Ultraviolet Light Necessary to Cause Residual 
Tanning at the End of One Week in Patients 
with Phenylketonuria and Controls 








Controls 
Exposure, 
Sec. Patients Blond Brunet Redhead 
Residual tanning 
31-60 1 0 0 0 
61-90 2 0 1 1 
91-120 2 1 2 0 
121-150 2 3 2 0 
No residual tanning 10 4 3 7 





amounts of ultraviolet light used in this 
study. 


Comment 

The studies with use of the hot-quartz 
ultraviolet light did not corroborate previ- 
ous gross impressions ** of sensitivity to 
sun or the erythema-producing portion of 
the sunlight spectrum or of tanning of 
patients with phenylpyruvic oligophrenia. 
To explain the almost equal tanning ability 
of phenylketonurics and blond controls is 
difficult if the hypothesis of Dancis and 
Balis is to be upheld. Perhaps, there was a 
difference in rate of pigment formation that 
did not become apparent because of the 
week-long lag period before observation. 
This is pure conjecture. It is assumed here 
that the investigation with use of the hot- 
quartz ultraviolet light, with greatest inten- 
sity of radiation from 2,800 to 3,200 A., 
is an over-all valid criterion for pigment 
stimulation by sunlight.“° The presence of 
obvious sun-induced tanning in six of the 
phenylketonurics seemed to substantiate 
this premise. 


Histochemical Evaluation 
of Tyrosinase System 


This is based upon work by Fitzpatrick 
and associates,?!** which demonstrated that 
nonpigmented (blond) skim, when irradi- 
ated with erythema doses of ultraviolet 
light daily for eight days in vivo, would 
show an increase in melamin pigmentation 
when incubated in tyrosine in vitro. This 
did not occur in skin that had not been 
previously irradiated. 
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Method 


Patients and controls were given an erythema 
dose of ultraviolet light to a 2 in. square on the 
upper part of the back, daily for six days, under 
the same conditions as previously described. In 
order to reduce the possibility of gross tanning, 
the exposure time was 10 to 15 seconds less than 
the time required to produce minimal erythema 30 
hours after exposure. In some cases, since the 
difference in time between the 30-hour and minimal 
erythema times was just one exposure interval, 
the actual minimal erythema dose was employed. 
At the end of six days of such daily irradiation, 
a specimen 4 to 5 mm. was removed with a motor- 
driven rotary punch from the irradiated area from 
all persons studied. One half was placed in 0.1 M 
phosphate buffer at pH 6.8 to 7.1, and the other 
half was placed in 0.005 M L-tyrosine, made up 
in the same phosphate buffer. Both were kept 
cold at 5 C for 24 hours to allow penetration of 
the tyrosine and to maintain the activity of the 
enzyme tyrosinase within the melanocytes. At the 
end of 24 hours, the tissue was placed in a similar 
fresh solution and incubated at 37 C for 15 hours. 
The tissue was then fixed in 10% formalin buff- 
ered with 1% sodium acetate for one day or 
longer, sectioned at 54, and stained with modified 
Becker’s silver nitrate stain. 

The procedure is that of Fitzpatrick and asso- 
ciates™ with certain variations, such as omission 
of the immediate fixation of the tissue in 10% 
formalin for one hour at 5 C and the shorter in- 
cubation period at 37 C. 

Mounted slides were examined in pairs with the 
labels masked, so that two sections of tissue from 
the same patient, one as a control and the other 
incubated in tyrosine, were compared. After the 
criteria were established, each slide was examined 
once only and was evaluated for tyrosinase activ- 
ity. 

Criteria used as indications of tyrosinase activ- 
ity were established after examination of similar 
slides from three black-haired, brown-eyed control 
patients with labels unmasked. These criteria, on 
comparison with the control slide, were (1) more 
distinctly outlined melanocytes in the basilar por- 
tion of the epidermis, with a halo of melanin at 
the periphery of the nondendritic basophilic por- 
tion of the cell; (2) larger, coarser, more nu- 
merous, and more irregular-sized melanin granules, 
especially within the dendrites; (3) longer and 
more arborizing dendritic processes, and (4) an 
impression of an over-all increase in darkness in 
sections examined under the low-power microscope 
or grossly. 


Observations 
The correct interpretation of the masked 
slide was made in sections from 12 of the 
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17 phenylketonurics (71%), in sections 
from 7 of the 8 blonds in the control group 
(88% ), and in all 8 of the brunets. 


In error, the biopsy specimens of six 
of the eight redheads (as well as of three 
other control subjects) were allowed to 
incubate in tyrosine for 1 week instead of 
for 15 hours. Despite the oversight, these 
specimens were mounted and stained like 
the others. Sections from all six redheads 
as well as from the other three controls 
(100%) were correctly interpreted as hav- 
ing been incubated in tyrosine. Biopsies 
were repeated on three of these six red- 
headed subjects; specimens were incubated 
for 15 hours instead of 1 week and evalu- 
ated with specimens from the two other 
redheads processed correctly at another 
time. Only three of these five were inter- 
preted correctly as being incubated in tyro- 
sine. Of the two not correctly interpreted, 
the control slide in one appeared darker; 
and in the other, both sections seemed 
about equally pigmented with melanin. The 
two sections from the redheads incorrectly 
read after 15 hours’ incubation were for- 
tunately from patients on whom a second 
biopsy was done. Interpretation of these 
two therefore was easier and also was cor- 
rect from the specimens incubated for one 
week. 


All the sections incubated at 37 C, wheth- 
er for 15 hours or 1 week before fixation 
in formalin, showed some degree of der- 
mal-epidermal separation which was not 
seen in unrelated specimens taken by the 
rotary punch and fixed immediately in for- 
malin. The dermal-epidermal separation 
noted may have been the result of proteo- 
lytic enzyme activity operating during the 
process of incubation. 


Comment 

Prolonged incubation of 1 week seems 
preferable to that of 15 hours in establish- 
ing enzyme activity. 

Since the irradiated skin from the phen- 
ylketonurics in the majority of instances 
(71%) became perceptibly more pigmented 
with melanin on incubation in buffered 
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tyrosine, the competitive inhibition theory 
appears to be upheld, because the concen- 
tration of phenylalanine in tissue is greatly 
reduced through dilution and the concentra- 
tion of tyrosine greatly increased when the 
section is immersed in the tyrosine solu- 
tion. Consequently, a favorable tyrosine- 
to-tyrosinase ratio is restored, and the 
physiologic cycle of tyrosine to melanin is 
completed, with consequent darkening of 
the skin. 


Comment and Summary 


Seventeen patients with phenylketonuria 
were analyzed from the standpoint of pig- 
mentary abnormalities. The distinctive 
blond, fair-haired, blue-eyed types predomi- 
nated. Melanin spots were less frequent 
than normal. This conclusion probably 
should be modified somewhat because of the 
factor of exposure to sunlight. Yet two of 
these subjects showed residual tanning 
from summer sun. Another showed ex- 
treme resistance to erythema formation on 
exposure to ultraviolet light. Everyone 
studied had been taken outdoors in the 
summer sun, but those of the lowest intelli- 
gence, requiring the most custodial care, 
probably did not get outside as often as 
patients requiring less attention. 


Contrary to previous reports, it was 
found that the erythema response and the 
ability to tan after exposure to artificial or 
natural light were uninhibited in the pa- 
tients with phenylpyruvic oligophrenia. 

Furthermore, by histochemical study of 
excised irradiated skin (incubation with 
tyrosine), the pigmentary activity of the 
epidermal melanocytes was found to be un- 
impaired in these patients. Any explana- 
tion, therefore, for the light coloration of 
these individuals must lie not in the periph- 
eral mechanism but in systemic factors, 
perhaps in relation to the disturbed phen- 
ylalamine-tyrosine ratio in the circulation. 


The metabolic aspects of phenylpyruvic 
oligophrenia are briefly discussed. 
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Eczema, Thrombocytopenic Purpura, and 


Recurring Infections 


A Familial Disorder with Report of Four Families 


STEPHEN D. MILLS, M.D., and R. K. WINKELMANN, M.D., Rochester, Minn. 


Since the initial report of this syndrome, 
in 1954, by Aldrich and others,’ we have 
been interested in its appearance in three 
additiomal children and their families. Two 
of the children were related. An increased 
susceptibility to infection has been a com- 
mon finding, but the reason for this has not 
been evident in any studies on these chil- 
dren or those reported elsewhere. Eczema 
and thrombocytopenia are associated with 
this susceptibility to infections, and a ten- 
dency to bleed into the skin and into the 
stools has been noted frequently. 

The condition affects only males, and the 
fact that it is a sex-linked mendelian-reces- 
sive characteristic is clearly indicated in 
the careful and thorough genetic study of 
the first family seen at the Mayo Clinic, 
reported by Aldrich and associates,’ in 
1954. Recent correspondence has indicated 
that two other male infants belonging to 
this family have died at one year of age or 
less with the usual symptoms and that a 
third male child is still alive at 18 months 
of age. He is a cousin of the patient whose 
case was originally reported. He has had 
the characteristic features of this condition, 
namely, eczema, thrombocytopenia, in- 
creased susceptibility to infection (broncho- 
pneumonia and otitis), and melena. 

The second report of this condition to 
our knowledge, that by Huntley and Dees,” 
concerns four families in which male in- 
who had bloody 


fants stools, 


eczema, 
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thrombocytopenic purpura, and recurring 
infections died. One family had two af- 
fected children. Barbero and others have 
reported the case of a 5-year-old boy who 
had progressive necrosis of the site of pri- 
mary vaccination against smallpox, result- 
ing in vaccinia gangrenosum from which 
smallpox virus was isolated several months 
after vaccination. Healing occurred after 
five doses of hyperimmune vaccinal glob- 
ulin were given over a six-week period. 
Tests for the antibody response to various 
viral and bacterial agents showed a dimin- 
ished or absent antibody titer. Tests of the 
properdin system were normal. The child 
had a high titer of complement. 

_Krivit and co-workers * recently reported 
on seven children with symptoms similar 
to those we are describing. In one of their 
cases splenectomy was carried out. All the 
children in their series have died. One of 
their patients was a cousin of Aldrich’s 
original patient (Case 1). Wolff and Ber- 
tucio recently reported on a Negro family 
in which six male members were affected, 
four of whom died before reaching the age 
of 2% years. They also considered that the 
condition was inherited as a sex-linked re- 
cessive trait. 

Reports of four cases observed by us 
are given herein. The first is a summary of 
the original case previously reported by 
Aldrich and associates and will be brief 
except for some data on the skin condition 
which were not presented before. 


Report of Cases 


Case 1—The patient, a boy 6 months-old, was 
first admitted to the Mayo Clinic because of 
anemia, bloody diarrhea, and weakness. At age 


ECZEMA, PURPURA, AND INFECTIONS 


Fig. 1 (Case 1).—(a) 
and (b). The zosteriform 
papulopurpuric eruption 
present at times of hos- 
pital admission. Note 
perianal and genital in- 
volvement. 


4 days, he had a sore mouth with white plaques 
mistaken for thrush. Eczematoid dermatitis of the 
face at 1 month responded to change in diet and 
local treatment. Later pyoderma of the buttocks 
occurred, and at 3% months, otitis media. A 
sulfonamide and two transfusions of blood were 
given. At 4% months, the patient had vomiting, 
hematemesis, and bloody diarrhea which disap- 
peared and then recurred, accompanied by cramp- 
ing abdominal pain and passage of watery stools. 
Physical examination disclosed healing maculo- 
papules of buttocks and legs, petechiae on hard 
palate, and mild splenomegaly. 

Extensive laboratory studies were done. Find- 
ings were similar to those in the other cases. 
Blood cultures grew Pseudomonas, and platelets 
numbered 36,000 to 70,000 per cubic millimeter of 
blood, 

The course in the hospital was febrile. Oxy- 
tetracycline (Terramycin) was given, with marked 
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improvement. Two episodes of transient urticarial 
lesions developed: the first with petechiae had a 
zosteriform distribution on the left flank, as seen 
in Figure la and b; the second was generalized, 
with purpuric bleeding. Biopsy of the skin re- 
vealed atypical lichen planus, as illustrated in 
Figure 2. The diagnosis was secondary throm- 
bocytopenic purpura of unknown cause. Bleeding 
from the bowel stopped, and proctoscopic examina- 
tion on the 27th hospital day disclosed no abnormal- 
ity. He was dismissed. 

Six weeks later, epistaxis occurred and the 
patient was readmitted to the hospital. Platelets 
numbered 44,000, and bleeding time was 30 minutes. 
The spleen, which weighed 20 gm., was removed 
two days later. “Splenitis” was the pathologic 
diagnosis. The platelet count rose to 86,000. 
Transfusions of blood were necessary for con- 
tinued epistaxis. Blood culture grew Salmonella 
bredeny, which responded to chloramphenicol. 


Fig. 2 (Case 1).—Speci- 
men of skin. Findings were 
interpreted as atypical lichen 
planus. Parakeratosis, hy- 
pergranulosis, changes of 
liquefaction at the basal 
layer, and superficial in- 
flammation are present. 


DA 
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Ileostomy became necessary for obstruction one 
month later; severe bleeding and diarrhea followed, 
and death occurred in two months. The blood of 
relatives had a normal number of platelets. 

Family History —Since this patient died, two 
other members of the family have died of the 
same symptoms, one a brother, at less than one 
year of age, and the other a cousin, who died at 
13 months of age. Necropsy on both showed in- 
terstitial pneumonitis, petechial hemorrhages of 
skin and lungs, and subacute leptomeningitis. An- 
other cousin of the patient has the same condition 
and is being followed at University of Minnesota 
Hospitals. 

Case 2—The child was first seen at this clinic 
when he was 3 months old because of generalized 
petechial hemorrhages of the skin since birth 
and a history of occasional blood-flecked stools. 
Eczema of the face, present for one month, had 
responded to dietary and local treatment. He had 
had a blood transfusion because of low platelet 
levels. 

On admission he was afebrile, well developed, 
and well nourished. He had numerous petechiae 
over his entire body, including the palate, with 
an ecchymotic area on his right leg and left heel. 
His skin was slightly thickened, and there was a 
mild fine generalized scaling and in the diaper 


TABLE 1—Some of the Laboratory Findings in 
Cases 2, 3, and 4 








Laboratory Tests Case 2 Case 3 Case 4 


Urinalysis Negative Negative Negative 


Hemoglobin, gm. per 
100 ml. 8.6 12.8 11.6 


Erythrocytes, per cu. mm. 2,770,000 3,340,000 3,500,000 
Leukocytes, per cu. mm. 6,900 11,000 5,700 
Platelets, per cu. mm. 69,000 31,000 Reduced 
Differential count, % 
Lymphocytes 46 49 22 
Monocytes 8 7 
Neutrophils 19 36 32 
Band cells 14 7 6 
Eosinophils 9 1 38 
Basophils 
Metamyelocytes 4 
Late myelocytes 1 
Normoblasts, per 100 
leukocytes 3 
Bleeding time, min. 30 
Coagulation time, min. 4 2 
Clot retraction, hr. 24 


Coombs’ test Negative * Negative 
Total serum protein, gm. 
per 100 ml. 5.91 *f 5.02 ¢ 5.40(5.46 t) 

Albumin 3.19 *7 3.05 ¢ 2.91(2.05 t) 
Globulin 2.49 
a globulin 0.35 *T 0.30 t 0.53 t 
a globulin 0.61 *f 0.50 ¢ 0.86 7 
8-globulin 0.88 *t 0.61 t— 0.92 7 
y-globulin 0.88 *f 0.56 t 1.10 F 


o e I Ă—Řa 


* Second admission to hospital. 
+ Electrophoretic method. 
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region a mild eczematoid dermatitis with a periph- 
eral purpuric element. The skin of the back 
was dry. Sites of prior intravenous medication 
showed purpura, crusting, and eczema. Each optic 
disk showed hemorrhagic borders. The edges of 
the liver and spleen were just palpable. 


Some of the laboratory findings on blood and 
urine are listed in Table 1. Study of the blood 
smear disclosed irregularity in number and shape 
of erythrocytes, basophilic stippling, and marked 
thrombocytopenia. Coombs’ test gave negative re- 
sults. The mother’s platelet count was normal. 
Bone marrow was active in all lines. There were 
adequate megakaryocytes that were not splitting 
off platelets. There was granulocytic arrest at 
the myelocyte stage. Platelets ranged from 17,000 
to 69,000 per cubic millimeter. 


A transfusion of 100 ml. of blood was given, 
and the child was dismissed from our care in 
July, 1956; we advised that he be given 7.5 mg. 
of prednisone a day. He continued to show 
purpuric lesions in the skin and was troubled with 
eczematoid dermatitis and recurring respiratory 
infections. He was given several transfusions of 
blood before readmission to the clinic and hos- 
pital, on Jan. 14, 1957, because of generalized 
dermatitis, purpura, and a respiratory tract in- 
fection with otitis media. 


His rectal temperature on admission was 100.2 
F, and he weighed 7.2 lb. at the age of 10 months. 
The edges of the liver and spleen were palpable 2 
fingerbreadths below the costal border. There 
was generalized eczematoid dermatitis, with in- 
tertrigo of the groin. He had been receiving 
prednisone steadily from July, 1956. He was 
moderately anemic, and the leukocyte count was 
42,000. The blood picture showed a shift to the 
left, with 10% eosinophils and 2.0% reticulocytes. 
Platelets numbered 82,000. The concentration of 
serum bilirubin was 0 for the direct-reacting type 
and 1.5 mg. per 100 ml. for the indirect. Coombs’ 
test gave negative results. Blood smears and bone 
marrow showed evidence of anemia and toxic 
changes in the neutrophils. The blood continued 
to show thrombocytopenia, with adequate mega- 
karyocytes in the bone marrow. Results of a 
fragility test of erythrocytes were normal, as were 
tests for abnormal hemoglobin. The concentration 
of fecal urobilinogen was 76.2 mg. in a 96-hr. 
specimen. The value for serum iron was 142 mg. 
per 100 ml. Examination of the urine showed no 
cytomegalic inclusion bodies. Studies with radio- 
active chromium yielded a disappearance rate for 
erythrocytes of 12.3% daily. The values for serum 
protein by electrophoresis are listed in Table 1. 
Platelet counts varied from 23,000 to 82,000. 

Novobiocin and penicillin were used to combat 
the infections in the skin and respiratory tract. 
The dosage of prednisone was gradually decreased 


Vol. 79, April, 1959 


ECZEMA, PURPURA, AND INFECTIONS 


from 16 to 4 mg. a day. The weeping eczema was 
treated with wet dressings of aluminum subacetate 
and neomycin ointment. Anemia persisted and was 
treated with blood transfusions. Reticulocytes 
numbered 14.7% on Feb. 7, 1957. The patient went 
home on Feb. 27. 


Bleeding into the skin and from the mouth, 
ears, and urinary tract continued despite repeated 
transfusions of blood, and pitting edema and dis- 
tention of the abdomen developed. The child died 
on June 21, 1957, at 15 months of age. Postmortem 
findings were kindly supplied by Dr. A. R. K. 
Matthews of Rockford, Ill. There were marked 
anasarca and diffuse petechial hemorrhages of the 
body and intestines. The liver was enlarged. The 
spleen weighed 64 gm. and showed congestion and 
splenitis. The kidneys were swollen and showed 
medullary congestion and petechial bleeding. There 
was subacute pneumonitis. 


Family History.—A brother had died at the age 
of 14 months with the symptoms of eczema and 
thrombocytopenic purpura and recurring infections 
of the respiratory tract and skin abscesses. He 
had had steroid therapy followed by splenectomy 
three months before death. One brother was well 
at 9 vears of age. 

Case 3.—The child was 2 months of age when 
brought to the clinic on Aug. 14, 1956, because 
of anemia, rash on the face, diarrhea, and recurring 
infections of the respiratory tract. Birth and 
delivery had been normal. Birth weight was 8 1b. 
13 oz. The anal and oral regions showed fissuring 
and crusting at 2 weeks of age. Many changes 
in formula had been made because of loose stools, 
and the child had been hospitalized on two occa- 
sions for infections of the respiratory tract and 
diarrhea. A blood transfusion was given for 
anemia. 

On admission the child weighed 9 Ib. 12 oz. and 
was chronically ill and underdeveloped. Purpuric 
spots 1 to 2 mm. in diameter were evident on the 
entire body, and a sudaminal rash was present 
on the face. The palate was high and arched. The 
mouth and pharynx were red and eroded. A 
diagnosis of thrush was considered. The spleen 
was not enlarged. The area about the rectum was 
reddened. 

Laboratory findings on the blood and urine are 
given in Table 1. Blood smear showed marked 
thrombocytopenia and lymphocytosis without any 
immaturity. The blood group of the patient and 
his mother was O Rh+. Roentgenograms of the 
skull and thorax revealed nothing of significance. 
A culture of material from the mouth revealed 
Escherichia coli and Staphylococcus pyogenes. 

In the bone marrow the number of mega- 
karyocytes was less than normal; lymphocytes were 
increased moderately, and some were atypical and 
immature. The red cell elements were reduced. 
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Platelet counts varied from 28,000 to 123,000, most 
of them being less than 70,000. 

Treatment consisted of 5 mg. of prednisone and 
300,000 units of procaine penicillin G a day. The 
patient was dismissed, without showing any im- 
provement, on Sept. 7, 1956. 

The platelet agglutinins on the patient, deter- 
mined elsewhere, were negative. Splenectomy was 
carried out elsewhere, in October, 1956. The spleen 
showed fibrosis and eosinophilic infiltration, The 
platelet count rose to 300,000 on the 10th post- 
operative day but fell to 70,000 later. Blood cul- 
tures were negative. Antibiotics were prescribed 
for thrush and furunculosis. Death occurred on 
Nov. 23. Postmortem examination showed an 
organizing type of pneumonia; no neutrophils were 
present in sections from the lung. 

Family History.—An older brother with a history 
of thrombocytopenic purpura and recurring 
pneumonitis died at 21 months of age. He had 
been treated with steroid hormones, and splenec- 
tomy was done one month before death from 
pneumonitis. Postmortem examination showed 
rather solid lungs with septal thickening due to 
massive infiltration with lymphocytic and plasma 
cells. Cultures of the lungs grew Proteus and 
Aerobacter aerogenes. 

CASE 4—A 2l4-year-old boy was admitted to 
the clinic on Aug. 11, 1957, because of chronic 
generalized eczema, repeated infections, and re- 
tardation of growth. He was hospitalized im- 
mediately. Birth and delivery had been normal. 
Birth weight was 8 lb. 13 oz. A fine, papular 
eruption, with erythema and dryness and scaling 
of the flexural surfaces of the arms, wrists, and 
ankles, was noticed shortly after birth. An 
exudative dermatitis of the buttocks developed 
and gradually spread so that it involved the whole 
body when he was 5 months old. The generalized 
exfoliative state had persisted for two years. He 
had had repeated crops of boils and repeated bouts 
of otitis media, pneumonia, and infection of the 
urinary tract. He had received many transfusions 
of blood because of anemia. No history of allergy 
was elicited for the patient or the family. 

On admission the child appeared chronically ill 
and seemed younger than his 21⁄4 years. He could 
sit up but did not talk or walk. Weight was 
20 Ib.; height was 31 in., and temperature was 
normal. He had a generalized, dry, scaling, 
pruritic erythroderma, with regional iymphade- 
nopathy and multiple furuncles. The initial 
dermatologic impression was congenital ichthyosi- 
form erythroderma. 

Laboratory findings are listed in Table 1. Blood 
smears showed normocytic red cells; toxic 
polymorphonuclear leukocytes, Grade 4; reduction 
in platelets; eosinophilia, and basophilic stippling. 
Roentgenograms of the thorax were negative. 
Cultures of the furuncle yielded Staphylococcus 
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pyogenes, sensitive to novobiocin and bacitracin. 
Cultures of skin for yeast and Monilia were 
negative. 

On Oct. 2, 1957, he was given 6 cc. of gamma 
globulin intramuscularly, with ultraviolet light to 
the skin and local therapy. The child was dis- 
missed but returned to the hospital after three 
weeks because of respiratory and skin infections. 
Throat culture then showed the usual flora, and 
the roentgenogram showed evidence of bronchiolitis. 
The skeletal survey failed to show reticuloendo- 
theliosis. The value for blood urea was 15 mg. 
per 100 ml.; for calcium, 8.8 mg.; for phosphorus, 
3.5 mg.; and for alkaline phosphatase, 14.3 King 
and Armstrong units. A test of sweat for 
fibrocystic disease disclosed 71 mg. of sodium 
chloride per liter (high normal). Studies of 
duodenal enzymes revealed 20 ml. of trypsin per 
milliliter of tenth-normal sodium hydroxide and 
210 ml. of lipase per twentieth-normal sodium 
hydroxide. Blood cultures were negative on two 
occasions, Excretory urogram was negative. 


The bone marrow was hypercellular, with left- 
shifted granulocyte lines. Eosinophils were 
increased; megakaryocytes were reduced, and 
erythropoiesis was reduced, but cells were nor- 
moblastic. An axillary lymph node, removed from 
the left side on Nov. 19, was called inflammatory 
by the pathologist. Cultures for Brucella, tubercle 
bacilli, and fungi, including Histoplasma, Blas- 
tomyces, and Coccidioides, were negative. The 
incision refused to heal and exuded purulent 
matter that grew S. pyogenes in culture. The 
course was febrile for several weeks. The child was 
treated with novobiocin, tetracycline (Achromycin 
V), erythromycin, and chloramphenicol (Chloro- 
mycetin) and with topical applications to the skin. 
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Open drainage was carried out, and two blood 
transfusions were given. Transitory pneumonitis 
and later a pleural effusion not requiring drainage 
developed. The child was dismissed on Jan. 11, 
1958. Administration of chloramphenicol (Chlo- 
romycetin), Aveeno (a prepared oatmeal prepara- 
tion) baths, applications of 3% Ichthyol (a 
sulfonated bitumen preparation resembling ichtham- 
mol) in zinc ointment, and hydrocortisone 
(Cortril) (1%) to face and a diet high in protein 
and calories were advised. Studies of the blood 
at time of dismissal revealed 8.0 gm. of hemo- 
globulin, 3,140,000 erythrocytes, 47,000 platelets, 
and 6,400 leukocytes, of which 9% were monocytes, 
13% lymphocytes, 46% neutrophils, 28% eosino- 
phils, 1% basophils, 1% metamyelocytes, and 2% 
myelocytes. 

Follow-Up Report—Dr. E. H. Pawsat, of Fond 
du Lac, Wis., has sent us the following report. The 
subsequent course in this case was one of con- 
tinued infection, especially otitis media and 
furunculosis. The child failed to gain weight and 
developed poorly. He spent most of his time in 
the hospital, where he received blood transfusions, 
antibiotics, and local and supportive treatment. 
Pneumonia developed again toward the end of his 
life, and he had gross intestinal bleeding as well 
as convulsions and generalized petechial hem- 
orrhages. Platelets numbered 24,000 at this time. 
He died on April 12, 1958, at the age of 3 years 
and 4 months. Necropsy disclosed a hemorrhagic 
abscess of the left parietal lobe of the brain, 
measuring 4.5 cm. in diameter. The lungs showed 
interstitial and pulmonary fibrosis. 
The bone marrow was hyperplastic, and the meg- 


hemorrhage 


akaryocytes, immature. 


TABLE 2.—Summary of Additional Clinical Observations on Four Patients with 
Eczema, Thrombocytopenic Purpura, and Infection 
ER ET RE 


Case 1 Case 2 Case 3 Case 4 
Family history + 4. + + 
Disease in siblings + + + 
Infecting Pseudomonas aeruginosa Escherichia coli Staphylococcus pyogenes 
organisms Salmonella bredeny Staphylococcus 
pyogenes 
Eosinophilia + F 
Initial symptoms Facial eczema & pyoder- Purpura at birth Sore areas about mouth Antecubital eczema at 2 wk. 
& age ma at 1 mo. & anus at 2 wk. 
Intercurrent Otitis media, bloody Blood in stools, purpura, Thrush, diarrhea, eczema, Furunculosis, otitis media, 
disease diarrhea, hematemesis, generalized weeping & pneumonia & pneumonia 
purpura, & intestinal eczema, bronchitis, ana- 
obstruction sarca, & pneumonia 
Treatment Transfusions of blood, Transfusions of blood, Blood transfusions, anti- Blood transfusions, antibi- 


antibiotics, & splenec- 


antibiotics, & steroid 


biotics, steroid hor- oties, steroid hormones 


tomy hormones (prednisone) mones (prednisone), & (cortisone), & y-globulin 
splenectomy 
Age at death 10 mo. 15 mo, 5mo. 3yr. 
Cause of death Intestinal obstruction Pneumonia Pneumonia Pneumonia & cefebral 
& peritonitis hemorrhage 
Se a ee ee 
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Family History—This patient was a cousin of 
our third patient (Case 3). His younger brother 
had died at the age of 6 months of eczema, diffuse 
purpura, and thrombocytopenia with bleeding. Ex- 
tensive intracranial hemorrhage was found at 
necropsy. 


Comment 


It is readily apparent that thrombocyto- 
penia and purpura are the principal fea- 
tures of this disease. The occurrence of 
cutaneous and systemic infections is of 
great but less specific importance in defin- 
ing the clinical characteristics (Table 2). 
The eczematous reaction is the least specific 
of the clinical features. 


The eczematoid dermatitis usually com- 
mences on the scalp, on the face, on the 
flexural surfaces of the extremities, or 
about the buttocks. After onset, it may 
fade with local treatment or it may persist 
and become generalized. If it becomes a 
generalized exfoliative erythroderma, it will 
usually persist throughout the life of the 
patient. In none of the reported cases in 
which generalized erythroderma developed 
has any effective resolution of the process 
occurred under local therapy. It may seem 
to improve for a time, but just as surely 
a relapse will occur. The dermatitis may 
be exudative, or it may be very dry with 
fine scales. Several of the patients had dry 
skin at the time of their birth. The erup- 
tion in this condition has been described as 
seborrheic. This is undoubtedly due to the 
fact that the scalp and the intertriginous 
areas may be involved. In the patients we 
have seen, no specific seborrheic qualities 
have been present other than the tendency 
to involve intertriginous zones. 


The most specific cutaneous sign is the 
presence of the petechial or purpuric erup- 
tion, which may occur anywhere on the skin 
or mucous membranes. A frequent area of 
involvement, even when the skin is normal, 
is the palate. Here petechiae or purpura 
may occur without other clinical manifesta- 
tions, of bleeding. On the cutaneous surface, 
the bleeding tendency may manifest itself 
in l-mm. to 2-mm. petechial papules or in 
large ecchymotic plaques. Of frequent oc- 
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currence is bleeding or evidence of bleeding 
in and about areas of dermatitis or sites of 
damage to the skin, as on intravenous 
medication. 

Another characteristic tendency of the 
skin of these children is the susceptibility 
to infection. Furuncles and abscesses occur 
readily and are resistant to therapy. Areas 
of local operations or of various medical 
procedures often become the site of infec- 
tion. The eczematoid reaction often be- 
comes secondarily infected, producing a 
crusted, impetiginous appearance, 


While this problem appears to be familial 
in origin, no specific inherited anomalies 
of the skin have been noted. In the one 
biopsy specimen, the appendages appeared 
normal and the skin appeared normal in 
structure and function. In all the cases re- 
ported in the literature and in our series, 
there has been no evidence of congenital 
ectodermal defects. No similarity to the 
syndrome of dyskeratosis congenita was 
encountered, although neutropenia and 
thrombocytopenia were recently reported in 
this syndrome.® 

Although the individual lesions which 
have been described in the skin are nonspe- 
cific by themselves, their combination is an 
important diagnostic lead. The presence of 
purpura, eczema, and furunculoid lesions 
that are very resistant and recurrent should 
bring this entity to mind. Similarly, there 
are certain combinations of systemic symp- 
toms with the cutaneous findings which 
should bring this problem to mind. When 
a patient with an exfoliative erythroderma 
seems somewhat retarded physically, the 
presence of bloody diarrhea, chronic otitis 
media, epistaxis, or enlargement of the liver 
or spleen should cause one to think of this 
syndrome. 

Few specific laboratory tests are helpful. 
The persistently low platelet count is help- 
ful, but on many occasions an individual 
platelet count may be near normal limits. 
The marked eosinophilia, which these pa- 
tients have presented and which one of our 
patients showed, is an interesting feature. 
This, together with the predisposition of 
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the skin lesion for flexural sites in some of 
the cases, leads one to speculate that some 
atopic features may be present. The family 
history was negative for atopic reactions in 
our cases, however. 

The clinical picture is suggestive of an 
essential failure in the mechanism of im- 
munity to protect these children from in- 
fection, which in turn may be related to 
the thrombocytopenia. The eczema may 
be a manifestation of an abnormal sensi- 
tivity to various provoking agents. At 
present we can only speculate concerning 
the element at fault in the bodily defenses 
of these children that is transmitted as a 
sex-linked recessive mendelian trait, as is 
hemophilia. Congenital thrombocytopenia 
does not seem specifically related to infection 
or cutaneous disease as pure examples have 
been recorded.’ Electrophoretic studies in 
three of the patients have shown no ab- 
normalities of the protein fraction or de- 
ficiency of y-globulin. 

Since the occurrence of eczema is not 
unusual in children, these cases are reported 
to call attention to the familial aspects and 
the poor prognosis when eczema is associ- 
ated with bleeding from the bowel or into 
the skin and when there is evidence of 
recurrent infection. Splenectomy and ster- 
oid therapy have not been helpful in treat- 
ing this condition and, in fact, may be 
contraindicated in view of recent reports 
in the pediatric literature.*1° 


Summary 


A familial disorder characterized by 
eczema, thrombocytopenic purpura, and re- 
current infections is reported in the chil- 
dren of four families. 

The cutaneous findings may range from 
infantile eczematoid states to exfoliative 
dermatitis. Recurrent infections of the skin 
and other organs are characteristic. The 
association of purpura with infantile ecze- 
ma should bring this entity to mind. 
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The prognosis is poor. The children are 
retarded physically and usually die within 
the first four years of life. Treatment by 
splenectomy and steroids has not proved 
useful. 


Mayo Clinic. 
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Balanitis Xerotica Obliterans Manifesting on Stump of 


Amputated Penis 


Report of an Unusual Case and Remarks on the Nature of Lichen Sclerosus et 


Atrophicus 


BRIAN POTTER, M.D., Chicago 


The parchment-like induration of the 
glans penis with dry telangiectatic surface, 
affecting the urethral meatus and causing 
stricture involving the prepuce and causing 
phimosis, has been described under various 
titles. The earliest observers were Fournier,! 
who used the term “interstitial or deep 
balanitis,” Delbanco,? naming it “kraurosis 
of the penis and prepuce,” and Stühmer.? 
Stuhmer’s term “balanitis xerotica ob- 
literans” is most commonly employed in 
this country and in the English and Ger- 
man literature. 


The association of this syndrome with 
lichen sclerosus et atrophicus elsewhere on 
the skin has been reported by Fabry,‘ Biz- 
zozero,” Laymon and Freeman,® Russell,? 
Ravits and Welsh,’ and Potter, Helwig, and 
Haserick. The histopathologic changes in 
the penile, preputial, and skin lesions are 
indistinguishable, at least as far as the find- 
ings in the corium are concerned. These in- 
clude a characteristic broad band of 
eosinophilic homogenization in the upper 
corium, bounded by a zone of infiltration 
of lymphocytes and other mononuclear cells 
in the midcorium. 


In all cases so far reported the penile 
lesions have involved the prepuce, frenulum, 
glans, and coronal sulcus or any of these 
locations. In the present paper an unusual 
and significant case of balanitis xerotica 
obliterans is described, which developed at 
the artificial mucocutaneous junction of the 
reconstructed urethral meatus after amputa- 


Submitted for publication Aug. 27, 1958. 
From the Section of Dermatology, Department 
of Medicine, The University of Chicago. 


tion of the distal part of the penis. 


Report of Case 


A white man, born in 1884, was not circumcised. 
Since adolescence the urinary stream had been 
slow and occasionally there was a burning sensa- 
tion and discomfort on micturition. When he was 
aged 30 or 32, the urethra was sounded for the 
first time and periodically thereafter, about every 
three months. He was told that strictures were 
present both at the external urinary meatus and at 
the bladder neck. Surgery was advised when he 
was aged about 60, for the strictures, but he de- 
clined the operation. 

In 1948, at the age of 64, the patient noticed a 
small brown spot at the tip of the penis. Biopsy 
showed squamous cell carcinoma, and the patient 
was then seen for the first time at the University 
of Chicago Clinics. 

On examination there was a slight hypospadias. 
The external urinary meatus was surrounded by 
an erythematous nodular infiltration. At amputa- 
tion a 4 cm. length of penis was removed, including 
the glans and prepuce. The description of micro- 
scopic findings was as follows: 

“Sections in vertical and transverse planes 
through the meatus show a superficial squamous- 
cell carcinoma, extending laterally and distally for 
a distance of about 1 cm. There is central ulcera- 
tion with mild inflammation. Most of the changes 
are those of carcinoma in situ, but there is definite 
downgrowth from the bottom of the rete pegs near 
the center of the lesion. Mitotic activity is 
moderately high.” 


At surgery, the specimen having been excised, 
the urethra was located and dissected free prox- 
imally for 1.5 cm. At this level the corpora 
cavernosa were ligated, transected, and sutured. 
The urethra was divided (fishmouthed) and the 
flaps sutured to the stump of the corpora cavernosa 
and to the skin. 


Healing was complete. A No. 24 sound was passed 
easily on four occasions in the postoperative six 
months. There was no sign of recurrence on 
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annual examination for four more 
further sounding was unnecessary. 


years, and 


At the age of 73, eight and one-half years after 
the amputation, the patient noticed a bluish-red 
discoloration at the end of the penile stump and 
some difficulty with micturition. On examination 
soon afterwards there was a 1 cm. diameter area 
of erythema with central crusting at the inferior 
lip of the surgical external urinary meatus. 

This area was excised and examined histo- 
logically, sections being cut from three areas of the 
specimen. The epithelium was of stratified 
squamous type in all of them, and the deeper corium 
was vascular. Each section also contained some 
hair follicles and sebaceous glands. The presence 
of these adnexal structures in the upper corium: with 
erectile tissue in the deeper corium was of course 
an unnatural state of affairs owing to the suturing 
of skin to the corpora cavernosa at the original 
operation. 

In each section there was homogenization of 
the upper corium. The epidermis varied between 
atrophy and acanthosis and was variably hyper- 
keratotic except for one area of parakeratosis. 
Immediately beneath the epidermis, in one place 
there was a cleft containing blood and in another 
section a tiny epidermal defect, apparently the site 
of origin of the serosanguinous crust. Below the 
homogenized area, which contained scattered cells, 
there were groups and linear collections of lympho- 
cytes in the corium. Beneath this zone normal 
erectile tissue was present (Fig. 1). 


On examination several months afterwards, the 
patient was free of symptoms and the biopsy site 
was healed. The skin formerly of the shaft of the 
penis now formed an artificial urethral meatus of 
T-shape, becoming triangular on retraction, the 


apex posteriorily. The base and right side of the 
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Fig. 2—-Penile amputation stump, showing 
atrophy and whitening of skin of the external 
urethral meatus. 


triangle were depigmented, the right side of a 
bluish red color. At the angles on the left and 
posteriorily there was scarring. Extending into 
the urethra the epithelium was whitened on all 
sides, being slightly palpable on the left side (Fig. 
AF 


Examination of the skin of the entire body 
failed to disclose other evidence of lichen sclerosus 


et atrophicus. 


Comment 


Balanitis xerotica obliterans has been de- 
scribed occurring spontaneously, after in- 
flammatory balanoposthitis,+® as a sequel to 
circumcision ë after dorsal incision of the 
prepuce,’ after electrocauterization and ion- 
izing irradiation of the glans,’ and after 


Fig. 1—Low-power 
photomicrograph of speci- 
men excised from inferior 
lip of artificial urinary 
meatus. The characteristic 
zone of homogenization is 
seen beneath the epi- 
dermis, bordered under- 
neath by the inflammatory 
infiltrate. Hematoxylin 
and eosin; reduced 35% 
from mag. 58. 
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preputial tear.14 Some lesions have devel- 
oped insidiously as inflammation subsided, 
others have appeared several years after the 
operation, 

The process is rare, though, and appears 
only in a small minority of cases of banal 
inflammation, circumcision, and other sur- 
gical procedures to the penis. There must 
be some other factor influencing the devel- 
opment of such lesions. 

The case reported here adds to the num- 
ber that have eventually followed the un- 
avoidable trauma of surgery. It has added 
significance, however, in that, while mor- 
phologically and histologically quite typical 
of balanitis xerotica obliterans, the lesion 
occurred in an artificial site not on the glans 
or prepuce. These facts suggest an iso- 
morphic response to a more general pre- 
disposition. It seems justified to assume a 
diathesis to lichen sclerosus et atrophicus on 
the part of the patient. 

It is now known that the Koebner phe- 
nomenon is operative in lichen sclerosus et 
atrophicus. Lesions of. this disease have 
been reported occurring in linear distribu- 
tion apparently in scratch marks,!? or in a 
bruise, reappearing after fresh trauma in an 
atrophic scar of lichen sclerosus after a 
period of quiescence, and in recent surgical 
scars,‘ and recurring after vulvectomy." 
Lesions have developed in a surgical scar 
present two years.™ 

Thus the localization of lichen sclerosus 
et atrophicus on the penis and prepuce after 
traumatic tear, cauterization and ionizing 
radiation, surgical incision, and circumcision 
can be accounted for by the Koebner phe- 
nomenon, The same explanation could apply 
to the transformation of inflammatory 
balanoposthitis into lichen sclerosus et 
atrophicus. 

In some cases, such as those reported by 
Grutz 1° and Rothman ™ and others as well 
as that described here, lesions of the disease 
have developed several years after surgery. 
To apply the concept of the isomorphic 
response to these is to broaden the defini- 
tion of the Koebner phenomenon. How- 
ever, the fact remains that lichen sclerosus 


Potter 


et atrophicus develops in the scars of only 
a few people. Thus it is justified to postu- 
late a specific general anomaly manifesting 
in traumatized areas. This postulate fits 
the concept of the Koebner phenomenon. 


Summary 


An unusual case of balanitis xerotica ob- 
literans is described, which developed at the 
artificial mucocutaneous junction of the re- 
constructed urethral meatus eight and one- 
half years after amputation of the distal 
part of the penis. 

Review of the literature provides evi- 
dence that balanitis xerotica obliterans is a 
manifestation of lichen sclerosus et atrophi- 
cus, 

Several cases of lichen sclerosus et 
atrophicus have been reported, in which le- 
sions localized in scratch marks, contusions, 
and surgical scars. 

It is concluded that the case reported here 
is an isomorphic response and that, in gen- 
eral, balanitis xerotica obliterans following 
inflammatory balanoposthitis, circumcision, 
other surgical procedures, and traumatic 
tear of the prepuce represents lichen sclero- 
sus et atrophicus manifesting by virtue of 
the Koebner or isomorphic phenomenon. 
This means that owing to a general anomaly, 
skin and adjacent mucous membranes in 
patients with this abnormality may respond 
to injury of the corium with the reaction 
of lichen sclerosus et atrophicus. 

Dr. C. W. Vermeulen gave permission to publish 


this case, 


Department of Medicine, The University of 
Chicago (37). 
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Infectivity and Family Incidence of Black-Dot Tinea 


Capitis 
F. RAUBITSCHEK, M.D., Jerusalem 


The infectivity and family incidence of 
tinea capitis trichophytica have not been 
clearly established. Children living in a 
closed institution were experimentally in- 
fected with microsporum by Kligman. 
Such a procedure does not reproduce the 
natural epidemiological conditions, nor 
would it be feasible in the case of tricho- 
phyton infections, owing to the need for 
therapeutic x-ray epilation. A statistical ap- 
proach seems the only means of clarifying 
many of the epidemiological problems in- 
volved. The records of more than 6,000 
cases seen in this department yielded valu- 
able epidemiological information but the 
individual case files did not report the ab- 
sence as well as the presence of the infec- 
tion in the rest of the family. Subsequently 
a special sheet including this information 
was added to each new patient’s file, giving 
results of both the clinical and microscopical 
examination of all other family members. 
This has made possible a more complete 
epidemiological evaluation of those cases 
seen during the past three years. 


Materials and Methods 


One hundred fifty families were investigated. 
They comprised 942 members, of whom 602 were 
children below the age of 14 years. Most of them 
were new immigrants, the majority living in over- 
crowded huts in immigration camps around Jeru- 
salem and the remainder in rooms and apartments 
scattered in various parts of the city. The hygienic 
and living standards and general economic con- 


Submitted for publication Aug. 25, 1958. 
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ditions were of approximately the same low level 
in all cases, and various health and welfare bodies 
cared for the families during their integration into 
the life of the country. These circumstances re- 
sulted in a fairly homogenous group and in a 
uniformity of most of the extraneous factors that 
may affect the results of such a survey. 


The patients were divided into two groups: (1) 
children in whose family no infection was detected 
in a parent or child above the age of 14 years, and 
(2) children in whose family a parent and/or 
an older child was infected.* The diagnosis was 
verified by microscopical examination, and material 
for culture was taken in most cases. All the 
mothers and 93 of 140 fathers were examined. 
The remaining fathers could not be brought for 
examination for various technical reasons. 


Results 


Causative Organism.—Trichophyton vio- 
laceum grew in 95% of 180 cultures. 

Age Incidence-—The incidence at various 
ages was the same as that reported in an 
earlier paper.” The bulk of the infections 
occurred during late kindergarten and early 
school age, and the number of cases fell off 
steeply at the approach of puberty. Two 
infants below the age of one year were 
found infected. 


Sex Incidence.—The male-to-female child 
ratio was the same in both groups. There 
was a preponderance of infected male chil- 
dren in the group with no adult carrier, but 
male and female children were infected 
about equally in the other group (Table). 
The only infected male adult encountered in 
this study was a 19-year-old boy. All other 
infected adults in this or the previous 
study * were females. 





* For the purposes of this study an infected older 
person is termed an “adult carrier,” the expression 
having here somewhat broader implications than 
usual. 
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Incidence of Tinea Capitis Trichophytica in Children of One Hundred Fifty Families 

















Children to Age of 14 Yr. 
Males Females 
Families * Infected Children Infected Infected 
— Total ——————. ee a aey Se ee eee 
Type No. Children No. % Total No. YA Total No. % 
A 118 465 198 42.6 230 109 47.4 235 89 37.9 
B 32 137 83 60.6 72 43 59.7 65 40 61.5 
Total 150 602 281 46.7 302 152 50.3 300 129 43.0 





* A indicates families with no adult or child over 14 infected; B indicates families with adult carrier. 


Family Incidence.—The average number 
of children per family was the same in both 
groups. In some families with only two 
children both were infected, and there were 
families with four or more children of 





whom only one or two had contracted the 


disease. About 42% of the children in the 
group with no adult carriers were infected, 
as compared to about 60% in the group 
with such a carrier, The higher percentage 
of infections in the latter group was mainly 
a result ef the increased proportion of in- 
fected girls (Table). 

Effect of Overcrowding.—The persons- 
per-room factor in both groups was the 
same. Many families comprised eight or 
more persons, crowded together in one- 
room huts, although there were a few fami- 
lies in beth groups in which three to four 
persons lived in two-room apartments. 


Comment 


The almost monotonous repetition of the 
same causative organism on culture made 
this survey practically an investigation of 
tinea capitis due to T. violaceum. Since the 
various extraneous factors which might in- 
fluence the morbidity of a transmissible dis- 
ease were fairly constant in this study, the 
results may be considered as representing 
the host-parasite relationship within a cer- 
tain selected social unit. The exposure to 
infection of each child or adult member was 
similar and included the sharing of toilet 
articles and bedding at home and direct con- 
tact and the interchange of headgear at 
school, The higher incidence among chil- 


144/478 


dren of carrier families suggests that the 
home might be even more important than 
the school as a source of infection. 

The over-all disease morbidity of about 
46%, as shown in the accompanying Table, 
is a high one. Surveys made in North 
African countries, from whence most of 
these investigated families originated, also 
revealed the main causative organism of 
tinea trichophytina capitis to be T. vio- 
laceum. Coutelen and others * found that in 
an isolated mountain village in Tunisia 42% 
of the entire child population was infected 
with the disease. 

The decline in the number of infections 
among children above the age of eight to 
nine years has also been noted by other 
authors.*> This and the virtual nonexist- 
ence of the disease among adult males 
strongly suggest a tendency toward spon- 
taneous cure, which is apparently due to the 
influence of sex hormonal factors. Simi- 
larly, mechanisms peculiar to the host seem 
to be responsible for the complete resistance 
of certain children and adults to infection. 
The factors involved first become evident in 
later childhood and develop in strength un- 
til the age of puberty. By this age the 
mechanism seems to be fully developed, ex- 
cept in a few females who carry their 
childhood infection into adult life. 


Summary 
The family incidence of tinea capitis tri- 
cophytica among the children of 942 mem- 
bers of 150 immigrant families from North 
African and Middle Eastern countries is 
investigated. 
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All the families lived under similar eco- 
nomic and cultural conditions and had simi- 
lar hygienic customs, and all the children 
seemed to be equally exposed to infection. 

The over-all incidence of the disease is 
46.6%. The incidence among families in 
which there was no adult carrier of the 
disease is 42.6%, with a slightly higher in- 
cidence among boys, while in families where 
an adult and/or an older child was a carrier 
the incidence reaches 60.6%. 

The adult carriers in the second group 
are almost exclusively females. 


Department of Dermatology and Venereology, 
Hadassah University Hospital. 
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Clinical Notes, New Instruments and ‘Techniques 


Lymphosarcoma with Involvement of the Skin 


MILTON GINSBERG, M.D., and JOSEPH M. MILLER, M.D., Fort Howard, Md. 


Massive involvement of the skin by a lymphoma 
occurs infrequently. The following patient is re- 
ported because of this interesting manifestation of 
the disease. 


Report of a Case 


A 68-year-old white man was admitted to the 
hospital on July 30, 1956, with a massive lesion of 
the face of three weeks’ duration and dysphagia 
of one week’s duration. An unknown new growth 
had been excised from the lower lip about eight 
years previously. A similar tumor was removed 
from the same region about four years previously. 
About two months before admission, a small lesion 


Submitted for publication Sept. 2, 1958. 
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Fig. 1—Anterior view of the face and cervical 
region. 
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appeared on the right cheek. The patient was ad- 
mitted to another hospital, where a biopsy re- 
vealed Hodgkin’s disease. After a course of 
mechlorethamine hydrochloride (nitrogen mustard) 
was given intravenously, he was discharged. Rapid 
growth of the neoplasm followed. 

The patient was pale, emaciated, cachetic, and 
alert. A large nodular lesion covered the right 
side of the face and extended into the cervical 
region (Figs. 1 and 2). An ulcer, about 3 cm. in 
diameter, was present at the right angle of the 
mouth. The tumor extended into the mouth and 
the nasopharynx. Enlarged lymph nodes were not 
present at any place in the body. 

The hemoglobin was 5.8 gm/100 cc.; RBC was 
2,360,000, and WBC was 14,300, with 70% poly- 
morphonuclear neutrophilic leukocytes and 22% 
lymphocytes. The serologic test was positive for 
syphilis. The urinalysis was within normal limits. 


Fig. 2—Right lateral view of the face and cervi- 
cal region. 





LYMPHOSARCOMA 


The roentgenogram of the chest was normal. The 
roentgenograms of the skull were normal. 

The biopsy of the new growth of the face re- 
vealed a massive dermal infiltration by large 
lymphatic cells. The tumor was a lymphosarcoma. 

Roentgen treatment of the new growth on the 
face was started. An increased degree of dyspnea 
and a greater amount of dysphagia necessitated 
surgical relief. A tracheostomy was done on Aug. 
3. A laparotomy was also done, with the contem- 
plation of the performance of a gastrostomy, but 
extensive involvement of the peritoneal structures 
by tumor was present, and so a gastrostomy was 
not done. 

The patient did poorly after the operation. He 
died on Aug. 6. 


Comment 


It is interesting that the new growth was thought 
to be a lymphosarcoma by one pathologist and a 
Hodgkin's disease by another. Keim? pointed out, 
however, the leukemia, mycosis fungoides, lympho- 
sarcoma, and MHodgkin’s disease were related 
genetically. The cells which are found in these 


Ginsberg—Miller 


conditions have a common ancestral cell, the 
lymphoid-reticular cell. Segregation occurs into 
two groups: the lymphoid, which gives rise to the 
lymphocyte, and the reticular, which gives rise to 
the histiocyte, the fibrocyte, and the mastocyte. 
The tumor which results depends upon the differ- 
entiation of a particular type of cell. Distinct 
entities do not exist in the lymphomas. They are 
an anaplastic group, in which transitional forms 
of cells may be present. The existence of features 
of lymphosarcoma and Hodgkin’s disease in sec- 
tions of the same lesion would not be unusual. 


Summary 


Details of a patient with massive involvement 
of the skin by a lymphosarcoma are reported. 
Microscopic features common to both lympho- 
sarcoma and Hodgkin’s disease were present. 


Veterans Administration Hospital (Dr. Miller). 
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Announcements 


Course in Medical Mycology.—The course in medical mycology will be offered again 
during July 1 to July 25, 1959, at The Duke University School of Medicine and The Duke 
Hospital. Instruction by members of the Departments of Medicine, Pathology, and Bacteriology 
will emphasize the clinical, pathological, and therapeutic aspects of fungus infections. Patients, 
clinical materials, cultures, and laboratory animals will be available for study. An opportunity 
to study pathological materials, gross and microscopic, will be given those whose interest and 
previous training would make such materials of value to them. The practical laboratory 
aids which help to establish a definitive diagnosis will be stressed. The course is open to 
clinicians, pathologists, bacteriologists, technicians, and others who have an interest in the 
medical phases of mycology. Classes meet six days a week. Inquiries concerning this course 
should be directed to Dr. Norman F. Conant, The Duke Hospital, Durham, N. C. 


Scientific Exhibits— Applications are now being received for space for scientific 
exhibits at the meeting of the American Academy of Dermatology at the Palmer House, 
Chicago, in December, 1959. 

Awards will be given for the best exhibits in each of the following categories: 

1. Original investigation 
2. Teaching value 
3. Historical 

Please address all correspondence before the application deadline, June 1, 1959, to Frederick 
D. Malkinson, M.D., Section of Dermatology, University of Chicago Clinics, 950 E. 59th St., 
Chicago 37. 


Dr. Peter Flesch Receives Award.—The Department of Dermatology, Baylor Uni- 
versity College of Medicine, Houston, Texas, announces that Dr. Peter Flesch, Department of 
Dermatology, University of Pennsylvania, has been selected as the recipient of the $1,000 
International Award for Research in Psoriasis. The award is given for his many contributions 
and continued activity in psoriasis research. 

This award was established by Carol and Henry J. N. Taub in honor of their grandparents, 
Mr. and Mrs. J. N. Taub. The establishment of this 10-year program carried with it the 
hope that this award will stimulate and encourage research relating to psoriasis. 


Seminars in Dermatology.—The Division of Dermatology, University of California 
at Los Angeles Medical Center in cooperation with the Dermatologic Research Foundation of 
California wish to announce “Advance Seminars in Dermatology,” to be offered at the 
U. C. L. A. Residential Conference Center, Lake Arrowhead, Calif., Aug. 26-30, 1959. 

The faculty for these seminars will consist of Dr. Henry E. Michelson, Dr. Gustav Osboe- 
Hansen, Dr. Franklin Ashley, and Dr, Carl Pearson. 

The areas of coverage will be hypertrophic scars and keloids, lupus erythematosus and 
collagen diseases, acne and the seborrheic diatheses, pemphigus, and office surgical procedures. 

Attendance will be limited to 50 qualified specialists in the field of dermatology. 

Tuition will be $125. This includes room and meals for four nights. Additional fee of 
$50 if accompanied by wife. l 

For information, contact Thomas H. Sternberg, M.D., Assistant Dean for Postgraduate 
Medical Education, University of California Medical Center, Los Angeles 24. 
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. The New, Newer, and Newest 


Worth reading is the article “Taking the Miracle Out of the Miracle Drugs,” by John 
Lear, in the Saturday Review of Literature, Jan. 3, 1959. Important because it is addressed 
to laymen, it criticizes doctors who prescribe antibiotics without specific cause, and it condemns 
severely those drug houses who permit themselves to be “jostled and jolted competitively in 
antibiotic sales by the Madison Avenue hard-sell of bulk chemical makers who have invaded 
the drug field with a great deal of money to spend and no comparable history or restraint 
in promotion of their wares. ... The pressure of the clinical newcomers to the drug market 
has driven some of the old-line ethical houses off-balance and put a shriller tone into some 
of their antibiotic advertising too.” Then follows a serious indictment of one of the larger 
medical houses, accusing it with documentation of blatant dishonesty in its advertising. 

“Two-thirds of the deaths that have occurred from blood aberrations due to one antibiotic 
occurred in doctors’ families.” This statement is in explanation for the fact that physicians 
are often helpless against the bombardment of advertising literature, newspaper publicity about 
new drugs, and pressure from patients for the newest. 

And then this bombshell! “It is in this area of responsibility for error that the interest 
of patients can help doctors most. Medicine today has a keener consciousness of danger from 
damage suits . . . so far as antibiotics are concerned the direction of possible suits is shifting. 
In the early days of wonder medicines the assumption was that complaint would be more likely 
if a prescription were withheld or delayed. ... Further patient protest [a polite term for law- 
suits?] will almost certainly be against prescribing antibiotics where they are not really re- 
quired.” Damned if you do and damned if you don’t! 


Tom Fitzpatrick is in England at Oxford on a Commonwealth Fellowship doing research 
on pigments, the yellow-red ones. Apparently his commitments are not too confining for in 
November, he addressed the French Society of Dermatology in Paris on the “Biochemical 
Lesion of Albinism.” 


Dr. Herman Goodman, New York, visited medical centers in West Africa, French Equa- 
torial Africa, the Belgian Congo, and Kenya in January and February—the Dulles of 
Dermatology ? 

Frederick Reiss, New York, has been elected an honorary member of the Portugese Derma- 
tological Society. 


The Tenth Annual Symposium on Recent Advances in the Study of Venereal Diseases will 
be held April 27 at The Johns Hopkins University, Baltimore. We received the notice too 
late to benefit any of our readers who might have wanted to participate. 


In Los Angeles, the Metropolitan Dermatological Society elected Eliot Wolk as president, 
Max Popper as vice-president, and Murray Zimmerman, secretary. 


ODE TO DERMABRASION But if you want to sleep at night 
Don’t know left hand from the right 


by Douglas Torre, New York And hate the sight of gore 


If your nerves are made of steel On your person or the floor 
Buy yourself a whirling wheel; If your heart is slightly weak 
Don a helmet, don a gown, And your coronaries creak 
Make your partner spray for you, If your pressure hits a high 
Have an extra nurse or two, Like a sky-rocket in July 

And a maid within your call If your temperament’s like mine 
To mop the ceiling and the wall. Then heed the closing line— 
Match your physical endurance Get a rasp! 
"With the maximum insurance Amen! 

Gét a brush! Fe. De: 
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Diagnosis: I. Extracellular Cholesterosis; II. 
Follow-Up Report of a Proven Case of Extra- 
cellular Cholesterosis. Presented by Dr. JULIUS 


H. PoLLocK and Dr. NATHAN SOBEL. 

I. The patient presented is a 43-year-old house- 
wife who was first seen about 8 months ago with 
a complaint of a painful, progressive, and recurrent 
eruption limited mainly to the extremities and of 
one year’s duration. Examination of the patient 
at that time revealed a middle-aged woman ap- 
parently in good general health but for the derma- 
tosis that had the following important features: 

(a) Lesions that were of recent development had 
morphologic characteristics of erythema multi- 
forme; namely, macules of erythema, plaques of 
edema, and gradations of these processes up to 
vesicles and bullae. Unlike erythema multiforme, 
these lesions were very tender and painful. 

(b) Older lesions were nodules or plaques of 


brown color, of dime- to nickel-piece size, but 


slightly elevated and also very tender. Some of 
these lesions had necrotic centers and were covered 
with scales or crusts or had evolved into scars or 


atrophic spots. 


Fig. 1—Clinical aspect 
of lesions of extracellular 
cholesterosis on dorsa of 
Note the 
character with tendency to 


hands. nodular 


ulceration and crusting. 
The painful and tender 
characteristic cannot, of 


course, be portrayed. 
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(c) These lesions were localized mainly on the 
dorsal surfaces of the fingers and toes and on the 
elbows and knees. A few were present on 
the thighs and back. 

The past medical history does not appear to be 
relevant. The patient is said to have had scrofulo- 
derma in childhood, and her mother is said to have 
had pulmonary tuberculosis. On the negative side, 
there is nothing in her history to suggest ingestion 
of drugs of a type (e. g., halides) which might be 
considered in a differential diagnosis of the erup- 
tion. 

The patient was studied in the clinic and during a 
The following clinical 


three-day hospital 


and laboratory findings seem relevant: 


Stay. 


l. The tuberculin test was positive (1+) to 
1:100,000 OTR. 
2. The cholesterol esterification power in the 


blood was normal. 
3. Serum bromide determination showed a faint 
trace. 
4. The total blood 


which is normal, but the A/G ratio was 0.9. 


proteins were 6.7 gm. %, 


(normal, 15). 


5. The sedimentation rate was 48 
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6. The lipid partition studies were as follows 
(values given in milligrams per cent) : 


Normal 

Values 7/22/57 8/2/57 8/7/57 
Total lipids 500-700 585 
Fatty acids 200-420 395 
Lipid phosphorus 7-14 5.8 


Total cholesterol 160-230 190 145 170 
Cholesterol esters 100-150 100 85 115 
Percentage of 

total esters 40-60% 52% 38% 

7, Feeding of saturated and unsaturated 
acids revealed no abnormal responses in the blood 
determinations. 

8 The cephalin-flocculation test 
(2+). 

9. The electrophoretic pattern of the blood pro- 
teins was normal. 

10. Biopsy studies were reported as follows: 

A. By Dr. Arthur B. Hyman: The surface is 
partly crusted and parakeratotic, partly normal. The 
epidermis shows disturbance of granular layer, 
irregular acanthosis, and thinning in correspondence 
with the surface changes. The basal margin is 
partly washed out. The upper half of the cutis 


67% 


tatty 


was positive 





Fig. 2—Clinical aspect of lesions of extracellular 
cholesterosis. Note the bullous character of new 
lesions and the atrophic sequelae of old lesions. 
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Fig. 3.—Clinical aspect of lesions of extracellular 
cholesterosis. Note general pattern of distribution 
on legs, the multiformity of lesion types, and all 
stages from macules to bullae to ulcers to scars. 


shows edema and an almost continuous, heavy 
cellular infiltrate composed of lymphatic and histio- 
cytic elements, some polymorphonuclear cells, and 
a few eosinophils, all in a loose connective tissue 
network. In a few areas there is extravasation of 
red cells. The deeper cutis shows similar infiltrates 
but concentrated around vessels. Foam cells are not 
seen, and no birefringence was visible on polari- 
scopic examination. 


B. By Dr. 


surface is intact but thin and has minute focal 


Maurice Richter: The epithelial 


areas of leukocytic infiltration. Immediately be- 
neath the surface is a laver of cellular exudate and 
edema. The cells are a mixture of leukocytes and 
lymphocytes, the former forming small focal col- 
lections suggestive of early abscess formation. The 
lymphocytes have a tendency to collect around 
blood vessels. In the exudate there are a number 
cells with small nuclei and clear cytoplasm, clear 
presumably because a substance was dissolved out 
in preparation of the slide. There are also a few 
scattered cells containing brown pigment. In a 
section stained with Sudan III, a few cells contain 
small granules of dye, but most of the clear cells 


do not. 
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C. By Dr. Sonia Morrill: Staining for cholesterol 
yielded no positive findings. 

11. On a certain day the patient was purposely 
given the yolks of three eggs to eat. Within 48 
hours, two new dime-sized bullae several 
smaller blisters appeared. The patient also as- 
serted that old lesions became more inflamed, wet, 
and crusted. In the subsequent month the patient 
reported by correspondence that her eyes became 
involved, and in general there was progression of 
the entire cutaneous process. No therapy has been 
of avail. 


and 


II. Our original case of extracellular cholesterosis 
(reported in Arch. Dermat. & Syph. 58:206-214 
[Aug.] 1948) came to autopsy in 1950. During 
several years of observation, the course of her 
illness was marked by constant appearance of new 
lesions and severe signs of pulmonary dysfunction. 
Postmortem examination revealed, in addition to 


Fig. 5.—Histopathology 
of extracellular choles- 
terosis. High-power view 
of cellular infiltrate 
around blood vessels. 
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Fig. 4—Histopathology 
of extracellular choles- 


terosis. Note the dense 
cellular infiltrate in the 


upper cutis and the tend- 
ency to perivascular con- 
centration of the infiltrate. 


the skin changes previously documented, bronchi- 
ectasis with cavity formation and emphysema and 
lesions in the liver, gallbladder, pancreas, and 
kidneys, which the general pathologist interpreted 
as belonging in the class of periarteritis nodosa. 


Discussion 


Dr. FRANCES PASCHER: Judging from the photo- 
graphs and the description of the histologic findings, 
it is rather difficult for me to accept the diagnosis 
of extracellular cholesterosis in the case presented 
for the first time this evening. The absence of 
demonstrable lipid deposits in the cutis and the 
presence of a predominantly polymorphonuclear 
infiltrate rather than the expected lymphocytic 
and histiocytic infiltrate, together with the destruc- 
tive vasculitis, suggest the possibility of polyarteritis 
nodosa. The polymorphic cutaneous manifestations, 
viz., erythematous and violaceous macules, vesicles, 
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nodules, and ulcerations, likewise are associated 
with the latter condition. Further study as pro- 
posed by the presenters may substantiate their 
interpretation. Until such corroborative data are 
obtained it might be better to keep the question 
open. 

Dr. FRANZ HERRMANN: It is true that the im- 
portance of cholesterol has often been over- 
emphasized in the postulation of pathogenic 
mechanisms, and though cholesterol lends itself 
more readily to visualization and/or quantitative 
analysis than do most other metabolites, I do not 
feel that it would be justified to dismiss the diag- 
nosis of extracellular cholesterosis in Dr. Pollock’s 
second patient merely because cholesterol was not 
detected histologically. In the histiogenic forms 
of xanthomatosis, for example, in Hand-Schiiller- 
Christian disease or in xanthoma juvenile dissemi- 
natum (nevoxanthoendothelioma), it often takes 
years until cholesterol and typical foam or giant 
cells are found in the histiocytic proliferations. 
The primary disturbance in extracellular cholester- 
osis, on the other hand, appears likely to be 
excessive permeability of the peripheral vascular 
endothelium, rather than metabolic disturbance in- 
herent in “proliferating” cellular elements. A point 
in support of this thesis and at the same time an 
important point in support of Dr. Pollock’s diag- 
nosis in the recently observed patient is the re- 
peatedly produced aggravation of the condition, 
associated with precipitation of the characteristic 
skin manifestations, in response to deliberate feed- 
ing of large quantities of lipids and cholesterol. 
It should be of promise to investigate by means 
of electrophoresis and/or ultracentrifugation 
whether or not certain lipoprotein fractions are 
present in the blood plasma in greater quantity 
prior to such bouts of clinical aggravation than 
afterward. If the cholesterol first exists com- 
bined with protein in the tissues, it might well take 
a long time after tissue invasion for its presence 
to be unmasked. Another worth-while and much 
simpler laboratory approach would be a systemic 
follow-up of the blood cholesterol level for an 
adequate period of time, possibly to reveal sudden 
drops of the level when the condition is about to 
relapse as a result of occasional lipid (or lipo- 
protein) extravasations, e. g. after the ingestion 
of a lot of cholesterol or prior to menstruation. 
Comparable events have been observed in xanthoma- 
tosis. Regarding the question of the cause of the 
apparently increased capillary permeability, studies 
not only of the liver function and the amount of the 
bile acids in serum and urine but also of serotonin 
(5-hydroxytryptamine) in the blood, etc., would be 
pertinent. j l 

Dr. NATHAN Sosev: I have seen several patients 
in whom on clinical grounds the diagnosis of 
extracellular cholesterosis was considered because 


of a chronic furunculosis involving the entire lower 
extremity and buttock and occasionally also the 
upper extremity. Such patients have also shown 
chronic, bluish-brown inflammatory lesions on the 
knees and elbows as seen in extracellular cholester- 
osis. However, these cases could not be considered 
to have extracellular cholesterosis because of the 
absence of nodules on the fingers and absence of ex- 
quisite tenderness on pressure over any such lesions, 
wherever they may be, that is characteristic of this 
disease. Periarteritis nodosa is a disease entity en- 
tirely separate from extracellular cholesterosis. 
Periarteritis nodosa is a generalized disease with in- 
flammation of the walls of the medium and small 
arteries. Its symptomatology has extraordinary 
polymorphism because functional impairment of 
many organs occurs throughout the body. A ferbile 
course and an anemia are common. When cutaneous 
manifestations occur, they are so variable as to 
offer little assistance in diagnosis. Papules and 
nodules which are moderately painful, petechiae, 
and ecchymoses may be present. Exceptionally the 
nodules may go on to local gangrene and ulcera- 
tion. In the more benign type of the disease, livid, 
brown, macular, and infiltrated lesions are found, 
especially upon the lower extremities, accompanied 
by joint pains and papular urticaria. In some of 
these a racemic lividity of the extremities may 
occur. On microscopic examination of the skin 
a typical inflammation of arterioles is the main 
and outstanding feature. I do feel that this clinical 
and pathological picture fits in any way with the 
concept of extracellular cholesterosis. 

Dr. Juttus H. Potiock: This new case of what 
we believe to be extracellular cholesterosis and the 
first case which was presented and reported by Dr. 
Sobel and me marks a period of 10 years of obser- 
vation in which Dr. Sobel and I have never ceased 
to be interested in the condition. We have kept 
our eyes open for anything that even remotely 
resembles it. Up to the present we have been im- 
pressed not only by its rarity but by its most un- 
usual signs and symptoms. Whenever we present our 
material, the following conditions are brought up 
in discussion, to wit, xanthoma multiplex tuberosum, 
xanthoma areolare multiplex (Riehl and Arzt), 
periarteritis nodosa, drug eruptions caused by 
halides, erythema multiforme of the Herbra or 
secondary type, granuloma annulare, and allergic 
granulomatosis. It is obviously not possible for me 
to go into the differential diagnostic points of these 
conditions at the moment, but, with the exception 
of periarteritis nodosa, I believe that any derma- 
tologist who goes over the salient marks of each 
of these conditions cannot help separating extra- 
cellular cholesterosis from them. In the latter 
condition, the painful eruption that runs from simple 
erythematous macules through bullae, pustulation, 
necrosis, and scarring; the intolerance to pre- 
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Fig. 6.—Clinical aspect 
of alopecia mucinosa. 
Note alopecia of central 
portion of both eyebrows 
and several superficially 
scaly papules on bridge 
of nose and right para- 
nasal area. 


meditated ingestion of cholesterol, the blood 
cholesterol studies which tend to low normal or 
depressed values, and the striking histopathology 
are all revealing of an entity that is like nothing 
else. All of these things were more striking in our 
first case than in the one shown tonight, but I 
think if we had had more time for more studies or 
if we shall have opportunity for more studies later, 
the facts will eventually sustain our clinical diag- 
nosis and judgment. 


Diagnosis: Alopecia Mucinosa. Presented by Dr. 
ALFRED W. Korf and Dr. ROBERT STEAGALL (by 
invitation). 

Two years ago, a 36-year-old white male physician 
first noted erythematous, slightly scaly lesions, and 
an occasional papule involving the region of the 
left eyebrow. This process gradually involved other 
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areas of the face and was associated with partial 
alopecia of the hairy areas affected. There has been 


some spontaneous resolution of lesions but with 
residual alopecia. 
The patient noted that exposure to sunlight 


caused increased redness, plus the appearance of 
edematous papules which would remain four to 
3ecause of a 
liscoid lupus erythematosus and 
a history of exacerbation in the sun, the patient 


five days and then usually disappear. 
biopsy report of 


was treated with chloroquine with dosages as high 
as 250 mg. three times daily without appreciable 
mprovement in the lesions or protection from sun 
exacerbations when sunlight. Also 
topical hydrocortisone was used without substantial 
benefit. 

There have been no systemic complaints, and the 
past history is negative except for a total cholesterol 


exposed to 


Fig. 7.—Clinical aspect 
of alopecia mucinosa. 
which 
clinically showed a pink- 
ish-red 


Plaque on chin 
erythema, fine 


superficial scaling, and 


mild induration. Biopsy 
site is on right side of 
chin. 
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level of 390 mg. % reported in 1956, which has 
since become lower on a low-cholesterol diet. 

Upon examination, the patient presents erythema, 
slight scaliness, and mild infiltration in plaque 
formation in the region of the eyebrows, chin, 
right cheek, and zygomatic areas and firm, non- 
tender nodules on the chin and on the right side of 
the nose. Partial alopecia of the eyebrows and the 
affected bearded areas is notable. There is a large 
nonerythematous area of alopecia on the left cheek 
which is the end-result of a previously active plaque. 


Histologic and histochemical studies were as fol- 
lows: By hematoxylin and eosin stain the epidermis 
shows mild hyperkeratosis and parakeratosis with 
acanthosis in areas. Scattered sites of inflammatory 
infiltrate in the cutis extend into the epidermis, 
producing destruction of the basal-cell layer and 
exocytosis. The most remarkable feature is the 
abnormality of the hair follicles. With few excep- 
tions there is complete alopecia in the affected 
follicles, and, when hair is present, it is vellus in 
type. Only rare terminal hairs are seen. Most of 
the follicles show a peculiar and distinctive change, 
so that instead of having organized layers (root 
sheaths, etc.) the follicles are represented by solid 
masses of epithelial cells with the appearance of 
basal-like cells in the periphery and undifferentiated 
cells in the center which do not undergo keratiniza- 
tion or sebaceous differentiation. Throughout the 
entire length of these abnormal follicles are areas 
of spongiosis, cellular necrosis, degeneration of the 
epithelial columns, and cystic degeneration. It is 
apparent that some of the follicles have undergone 
almost complete disintegration, and so some are 
hardly recognizable because of the surrounding 
massive inflammatory response. When the un- 
differentiated epithelial columns are followed in 
serial section, one almost always finds an ex- 


Fig. 8—Hematoxylin 
and eosin stain of histo- 
pathology of alopecia 
nucinosa. See text for 
lescription. 


pansion of relatively small deeply staining cells 
which are in contact with small hair papillae. These 
abnormal follicles (undifferentiated epithelial col- 
umns) do not fit in with any recognized stage of 
normal hair cycle of the beard. 

Throughout the cutis are localized accumulations 
of inflammatory cells composed mostly of histio- 
cytes and small round cells, with absence of eosino- 
phils and plasma cells. There is some edema in the 
cutis surrounding the affected follicles. The number 
of sebaceous glands is markedly reduced. Senile 
elastosis is seen in the upper one-half of the cutis. 


By toluidine blue stain (pH 4.5) metachromatic 
material is seen at several sites as follows: The 
strongest metachromasia is found in sites of con- 
nective tissue invaginations (not hair papillae) 
into the undifferentiated epithelial columns. 
Metachromasia is also seen in an irregular fashion 
in the connective tissue immediately adjacent to 
the lower one-third of these abnormal hair 
follicles. 

Within the undifferentiated epithelial columns 
themselves there is varying intensity of light pink 
stain between the epithelial cells, especially in the 
central portion of those abnormal follicles where 
spongiosis and necrosis is most prominent. 

Slight metachromasia is seen in the ground 
substance of the cutis between. the collagen bundles, 
particularly near areas of inflammatory infiltration. 

By Hotchkiss-McManus stain in nondigested 
specimens considerable glycogen is seen in abnor- 
mal quantity throughout the epidermis, especially 
in areas affected by spongiosis and where para- 
keratosis is prominent. The undifferentiated 
epithelial columns also show numerous glycogen 
granules, mostly intracytoplasmic but also inter- 
cellular and concentrated toward the central portion 
of the epithelial columns. Areas which are ap- 
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Fig. 9.—Orcein tolu- 
idine blue stain of histo- 
pathology of alopecia 
mucinosa. High power of 
disintegrating follicle, 
showing metachromatic 
finely granular mucoid 
substance in filamentous 
wavy pattern. 


parently undergoing necrosis show the greatest 
amount of glycogen. In digested specimens, 
bluish-pink-staining material remains in the necrotic 
portions of the epithelial columns. The basement 
membrane of the epidermis in some areas is 
thickened and in others thinned or almost absent. 


Alkaline phosphatase stains show that the un- 
differentiated epithelial columns are associated with 
highly alkaline phosphatase-active intracutaneous 
small hair papillae. The inflammatory reaction 
shows no activity. There appears to be a general 
increase in alkaline-phosphatase-positive capillaries 
and smaller blood vessels throughout the cutis. 
Sweat glands have normal alkaline-phosphatase 
activity. 

By mucicarmine stain no definite areas of mucin 
staining are noted. 


Dr. Sonia D. Morrill assisted in reviewing the 
sections. 


Discussion 


Dr. Franz HERRMANN: I want to congratulate 
Dr. Kopf on making the diagnosis and should 
like to learn whether this was possible on clinical 
grounds or only after the histologic examination. 
At the meeting in Stockholm, H. Pincus empha- 
sized the striking resemblance of the proliferating 
epithelium at the outer root sheaths in this condi- 
tion with respiratory epithelium, both regarding 
staining qualities and shape of the cells. 


Dr. ALFRED W. Korf: This new entity described 
by Pinkus (Pinkus, H.: A. M. A. ArcH. DERMAT. 
76 :419-426 [Oct.] 1957) manifests itself clinically 
as erythematous, slightly scaly, alopecic patches 
which occur most commonly on the face but have 
also been seen on the arm and scalp. The differ- 
ential diagnosis includes discoid lupus erythemato- 
sus, tinea corporis, the ulerythemas, and seborrheic 
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dermatitis. These superficial plaques in alopecia 
mucinosa may spontaneously regress or fade after 
therapy, but it is noteworthy that they do not 
result in scarring. Two additional cases have been 
reported under the title of “Mucophanerosis In- 
trafollicularis et Seboglandularis,” by Braun-Falco 
(Braun-Falco, O.: Dermat. Wechnschr. 136 :1289- 
1302, 1957). 


On reviewing the histologic and histochemical 
findings, one is impressed with the lack of differ- 
entiation of the epithelial cells of the hair follicles 
and the presence of the mucoid material within 
these undifferentiated cell columns and free in the 
cutis. 

Among the treatment suggestions made by the 
observers cited are conventional superficial x-ray 
therapy and systemic administration of corticos- 
teroids. 

In answer to Dr. Herrmann, I wish I could 
say that I recognized this condition from its 
clinical signs. I did not, but I am glad to have 
suspected it from histologic examination. Maybe 
now some of us will consider it in differential 
diagnosis of vague appearances that are not typical 
of more banal conditions like seborrheic dermatitis 
and lupus erythematosus. 


Diagnosis: Idiopathic Hyperlipemia with Sec- 
ondary Xanthomatosis. Presented by DR. 
FRANCES PASCHER and Dr. C. Gay (by invita- 
tion) to demonstrate the effect of nicotinic acid 
therapy. 

A 39-year-old man was presented before this 
Society in March and again in November, 1954 
(A. M. A. ArcH. Dermat. & ‘SypuH. 70:823-824, 
1954). At those times he had discrete modules and 
grouped’ nodular plaques up to several inches in 
diameter on the extensor aspect of the elbows and 
forearms, discrete nodular xanthomatous deposits 
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on the knees and right ankle, and disseminated 
lesions on the palms. The administration of various 
lipotropic substances. e. g. Monichol, over a period 
of months brought about no improvement. Some 
of the discrete lesions on the extensor aspect of 
the forearms were destroyed by repeated applica- 
tions of solid carbon dioxide with firm pressure 
for 20 seconds. 


Nicotinic acid therapy was started on Nov. 1, 
1957, and has been continued to date. An initial 
dose of 2 gm. a day was increased gradually to 
6 gm. per day over a period of 10 weeks. Transi- 
tory side effects, e. g., a bitter taste in the mouth, 
dizziness, and heat waves, were noted. 


Softening of the lesions was noted after 10 
weeks, and resorption of approximately 75% of 
the deposits on the forearms was noted at the 
end of 5 months. Improvement also was noted 
in the apparently coincidental psoriasis of the 
nails and elbows. The patient now presents small 
nodular plaques on the elbows, an unchanged 
nodular lesion below the right knee, and a smaller 
fibrotic lesion on the left ankle. The palms are 
free of lesions. Discrete depigmented areas on the 
extensor aspect of both forearms mark the sites 
of cryotherapy. 


The following are the changes in blood lipid 
partition studies (values in milligrams per cent) : 
Lipid Normal Before After 
Fraction Range Treatment Treatment 


10/25/57 2/11/58 3/3/58 


Total lipids 500-700 2,762 585 793 
Fatty acids 200-240 2,017 395 578 
Lipid phosphorus 7-14 29.6 10.1 9.6 


Cholesterol 160-230 745 190 175 


Discussion 


Dr. A. J. Orruss: I should like to ask Dr. 
Pascher if the lipid partition figures presented in 
the last column, indicating higher values than in 
the antecedent column, occurred despite continued 
doses of nicotinic acid. 

Dr. ALFRED W. Korf: Since this man has 
eruptive xanthomata secondary to hyperlipemia, 
we should consider the possibility that the resolu- 
tion of many of the nodules was secondary to 
dietary fat restriction rather than due to the 
beneficial effects of nicotinic acid. 

Dr. HELEN O. CurtH: I wonder whether the 
sentence stating that psoriasis in this patient is 
“apparently coincidental” has been well worded, 
since the association of psoriasis © with high 
cholesterol values has been observed rather fre- 
quently. 

Dr. Conrad STRITZLER: I have had similar re- 
sults ‘with a patient with idiopathic hyperlipemia 
and secondary xanthomatosis treated with nicotinic 
acid (1.0 gm. t. i. d. for one month). There was 


no response to nicotinamide, but there was an 
excellent response to Roniacol tartrate (100 mg. 
t. i. d.), which is the tartaric acid salt of 
nicotinic alcohol. When it is taken one-half hour 
after meals, there is likely to be less flushing than 
with nicotinic acid. 

Dr. JOHN Garg: I have followed this patient 
for several years and I have presented him twice 
before this Society. 


There is no question that large doses of nicotinic 
acid (niacin) will result in a considerable lowering 
of the cholesterols. Many patients, however, will 
have reactions even with 25 mg. of nicotinic acid. 
One patient in particular was so upset because of 
the sweating, flushing, and nervousness that he 
had to call in his family doctor to treat him 
for these symptoms. Recently, another patient 
with psoriasis who took one tablet of 100 mg. of 
nicotinic acid became very nervous and had pecu- 
liar “creepy” feelings and sweating. He refused to 
continue taking this drug. I wonder what happens 
to the lipids. Are they destroyed chemically or 
is it possible that disappearance from the blood 
means deposition in blood vessels like the coronary 
arteries and other important vessels? 

Dr. IRw1n I. LuBowe: The disappearance of the 
xanthomatous lesions by oral intake of high doses 
of nicotinic acid demonstrated the lipotropic effect 
of the vitamin. I should suggest a study of the 
comparative therapeutic effect of an oil containing 
a large percentage of unsaturated fatty acids, such 
as safflower oil. The literature is replete with re- 
ports of lipotropic effects of linoleic and linolenic 
acid in the reduction of cholesterol in patients suf- 
fering with hypercholesteremia. Therefore, the use 
of safflower oil may have a similar therapeutic 
value in xanthomatosis. 

Dr. Frances PASCHER: Altschul (J. A. M. A. 
166 :822, 1958) found not only that high doses 
of nicotinic acid reduced the cholesterol level of 
the blood of rabbits, but that the experimental 
atheromata of the vessels could likewise be pre- 


vented or reduced. Parsons and Flinn (J. A. M. A. 


165 :234-240, 1957) have confirmed Altschul’s find- 
ings in man in so far as the reduction of blood 
cholesterol and total lipids is concerned. It is 
significant, moreover, that nicotinic acid has been 
efficacious in a form of hypercholesteremia without 
hyperlipemia, namely, essential familial hyper- 
cholesteremic xanthomatosis associated with 
atherosclerosis and coronary thrombosis (personal 
communication from Dr. Martin G. Goldner). 
Although it remains to be shown whether the rate 
or degree of atherosclerosis can be retarded in 
man, it would appear that there is no need to an- 
ticipate increased deposition in the tissues from 
this treatment. Interestingly enough, nicotinamide 
has been tried but has been found ineffective. 
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The patient presented this evening tolerated 6 
gm. a day as well as most patients tolerate 100 mg. 
three times a day. Transitory flushes and tingling 
experienced at first no longer recur unless the 
patient happens to miss a dose (2 gm.). The sub- 
sequent ingestion of 2 gm. is usually followed by 
evanescent symptoms. I have no experience with 
Roniacol. 

The mode of action of nicotinic acid is not clear. 
Altschul believes the reduction in the serum 
cholesterol may be brought about by increased 
oxidation resulting from the stimulation of respira- 
tory Coenzymes I and II and by the nicotinic acid. 
The small rise in the concentration of lipids noted 
in the last set of determinations may be attributable 
to some fluctuation in the amount of fat ingested. 
This patient’s diet was not restricted. Furthermore, 
in our experience with lipid partition studies we 
have found that some fluctuation in the results 
is not at all unusual. It remains to be seen how 
this patient will fare on a maintenance dose of 1.5 
gm. to 2 gm. of nicotinic acid a day. Thus far the 
results have been gratifying. 

The ‘Improvement in the apparently 
coincidental psoriasis” was used advisedly. We 


phrase 


know, of course, that any far-reaching conclusion 
on the basis of the results in a single case is not 
warranted. Nevertheless, this form of treatment 
should be tried for psoriasis. 


Diagnosis: Necrobiosis Lipoidica Diabeticorum 
(with Unusual Lesions). Presented by Dr. 
Vicror H. Wrrren and Dr. FRANK KRASNER 
(by invitation). 

A 22-year-old Israeli citizen was well until 14 
years of age, when he was found to have diabetes. 
Although not under direct medical supervision 
for the past several years, the patient has controlled 
his diabetes fairly well by giving himself regular 


Figs. 10 and 11.—Clin- 
ical appearances of three 
developing lesions in a 
case of necrobiosis lipoid- 
ica diabeticorum. 
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and PZI insulin daily, varying the dosage according 
to “how he felt.” 

Four years ago the patient noted a lesion on 
the left pretibial area which was “white” in color. 
This was treated first with ultraviolet light and 
then by roentgen rays. Since the first lesion, the 
patient has noted the development of new lesions 
in the following manner: An area of induration ap- 
pears first which may vary in size from approx- 
imately 5 mm. to 3 cm. in diameter and be deep. 
Shortly thereafter an erythematous patch covers 
this area. The center then assumes a yellowish hue 
and goes on to develop the usual clinical character- 
istics of necrobiosis lipoidica diabeticorum. 

All of the early indurated lesions which we have 
been able to observe have been located on both 
lower thighs. Occasionally, the patient experiences 
an itching or tingling sensation in the area before 
the induration appears. 

One lesion on the left calf was treated in Israel 
by hyaluronidase and hydrocortisone injections. 
Some softening resulted. However, the lesion spread 
after the treatment was discontinued. 

Physical examination at the moment shows over 
both pretibial areas and both calves large ovoid 
plaques that are typical of necrobiosis lipoidica 
diabeticorum. The lesions of particular interest are 
those on the thighs, which differ somewhat in 
their clinical appearance. One lesion presents in- 
duration only, without overlying skin changes, and 
must be palpated to be appreciated at all. Two 
other lesions present induration and erythema. A 
fourth lesion presents some of the more typical 
features, namely, yellowish discoloration and be- 
ginning telangiectasis upon erythema and indura- 
tion. 

The microscopic findings as read by Dr. Arthur 
B. Hyman were as follows: “The epidermis is not 
remarkable. The cutis to its depth shows large areas 
of degenerated connective tissue, with fragmenta- 
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tion, disintegration of bundle structure and baso- 
philic streaks. These are surrounded by round cells, 
histiocytes and pyknotic elements with a suggestion 
of palisading. There are a few irregular giant cells, 
and clefts in the deep degenerated areas. The ves- 
sel walls are thick, the lumens are small. The 
diagnosis is necrobiosis lipoidica.” 


Discussion 


Dr. A. J. Orfuss: I do not wish to suggest a 
different diagnosis in this patient, since the findings 
are classical of necrobiosis lipoidica, but a few years 
ago we saw some patients at the Skin and Cancer 
Clinic who presented about the elbows subcutaneous 
nodules which upon histologic examination revealed 
a picture indistinguishable from that presented in 
this patient. Upon further observation, however, 
these patients all developed granuloma annulare 
elsewhere. One such patient, a boy about 8 years of 
age, had a complete cardiac evaluation, since the 
biopsy was read as “rheumatic nodule.” Then he 
developed typical granuloma annulare and the pic- 
ture was clarified. 

Dr. Max Wotr: The clinical interpretation of 
the discrete lesions on the outer aspects of the 
thighs is rather difficult without the close examina- 
tion of the extensive patch on the left lower leg. 
The lesion on the right thigh resembles circum- 
scribed scleroderma. 

Dr. Davin Bioom: In addition to the atypical 
lesions on the thighs, this case appears a bit unusual 
in that most cases of necrobiosis lipoidica are not 
associated with diabetes. 

Diagnosis: Follow-Up; Acrodermatitis Chronica 
Atrophicans, with Squamous-Cell Carcinoma 
Developing in a Leg Ulcer. Presented by DR. 
CONRAD STRITZLER. 


Figure 11 


A 64-year-old nurse is presented with a history 
of varicose veins and ulcers of the legs of many 
years duration. During the past 12-15 years she 
developed bluish, atrophic areas on the knees, legs, 
and thighs, which were diagnosed clinically and 
histologically as acrodermatitis chronica atroph- 
icans. About 2 years ago she underwent surgery 
for varicose veins. Recently an ulcer of the left leg 
was excised and grafted with a good take. The 
same procedure was done on the right leg, and 
here, too, there was a good take, but a biopsy 
specimen showed squamous-cell carcinoma. On Oct. 
29, 1957, the right leg was amputated below the 
knee. 

The following question is raised: Was the car- 
cinoma secondary to a long-standing stasis ulcer, 
or was it secondary to the acrodermatitis? 

Prolonged therapy with penicillin and chloroquine 
has had no effect on the acrodermatitis. 


Discussion 


Dr. Jonn Garp: I do not believe that it was 
necessary to amputate the leg. We have an illus- 
tration tonight in the patient presented by Dr. 
Ernest Rosenbaum. This patient obtained a fine 
result by removal of the prickle-cell epithelioma of 
the leg and repair by plastic surgery. A still better 
example is a similar case of squamous-cell epi- 
thelioma upon acrodermatitis chronica atrophicans 
which was presented by Dr. John W. Dougherty 
before the Manhattan Dermatologic Society on 
May 15, 1957 (A. M. A. Arc. Dermat. 77 :349 
[March] 1958). The surgical consultants insisted 
upon amputation, but the dermatologists did not 
favor such a procedure or x-ray therapy. The tumor 
was finally removed by a plastic surgeon and re- 
paired with a full-thickness graft. The patient has 
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remained well since. I admit that the patient of 
Dr. Stritzler, whom I had the privilege of seeing 
at the Queens General Hospital, did not heal well 
when treated as she was. However, various topical 
applications, such perhaps as 10% to 40% urea 
together with antibiotics and steroids in a suitable 
ointment base and applied with occlusive dressings 
might have resulted in healing. It is too bad that 
the liaison between surgeons and dermatologists is 
not so close that our opinions can bear proper 
weight. 

Dr. FRANK E. Cross: It is possible that the 
squamous-cell carcinoma developed as a result of 
the combination of the acrodermatitis chronica 
atrophicans plus the ulcer. I also agree that one 
should not be too hasty to amputate but should 
proceed conservatively. 

Dr. EARLE W. Brauer: The circumstances lead- 
ing up to the amputation of this patient’s leg show 
that the surgery was not a precipitous act. I should 
like to mention how important it is that problems 
such as this be presented to a tumor board for 
disposition. You will see presented this evening a 
patient with a similar diffculty who was seen at a 
visible-tumor conference at the University Hospital. 
Here the problem was presented to a conference 
made up not only of dermatologists and pathologists 
but also radiotherapists and surgeons. This routine 
is not peculiar to our hospital alone. In the case 
under discussion it is obvious that good medical 
advice was available to the patient. 


Diagnosis: Tuberculous Sarcoidosis (Hematog- 
enous Cutaneous Tuberculosis in the Negro). 
Presented by Dr. Davin BLoom for Dr. THOMAS 
Day (by invitation). 

A 36-year-old Negro woman presents on the face 


and neck scattered lesions which are round or oval, 
brownish in color, somewhat translucent, infiltrated, 
and elevated. The centers of the lesions appear 
depressed. The eruption started to appear two years 
ago. 

A brother and a sister have pulmonary tubercu- 
losis. 

Among laboratory studies, the tuberculin test was 
found to be negative to 1:100 dilution. Roentgeno- 
gram of the chest showed some accentuation of both 
hilar regions. Roentgenogram of the hands did not 
reveal any abnormality. Biopsy specimen of a lesion 
on the cheek was diagnosed as “sarcoid.” 


Discussion 


Dr. Morris LEIDER : Here we go again in matters 
of terminology and cause of sarcoidosis. What does 
one make of conditions that look like sarcoidosis 
to the eye both unaided and aided by a microscope, 
that behave like sarcoidosis in course, that have 
other reflections of sarcoidosis in laboratory studies, 
and that have clear relationship to the tubercle 
bacillus, or the lepra bacillus, or some other 
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micro-organism, or to some inanimate material 
(like silica, beryllium, and, lately, pine-needle ex- 
tracts)? I am not convinced that the facts presented 
with this case prove a relationship to the tubercle 
bacillus in it particularly, but on many occasions 
such relationships have been established in similar 
cases. The conclusion must be that what we call 
sarcoidosis may be caused by several agents and 
perhaps by several pathomechanisms. And if this 
is true, then in any particular case, the gross title 
may be sarcoidosis, and if cause can be proved an 
addition like “caused by the tubercle bacillus or 
the lepra bacillus or by beryllium” should be made. 
This would be analogous to specifying the chancre 
of syphilis or of tuberculosis or of sporotrichosis. 
Another illustration could be furunculosis caused 
by staphylococci or by tars. A third illustration 
would be erythema nodosum caused by a drug, or 
of rheumatic fever, or of tuberculosis, or of 
syphilis, or of coccidioidomycosis, or of lympho- 
granuloma venerum, etc. 

Dr. THomas L. Day (by invitation): This 
patient was treated by local injections of 2.5 mg. 
of hydrocortisone (Hydrocortone). The injections 
were made in the lip lesion and in the lower segment 
of the annular lesion on the nape of the neck. 
The lip lesion is definitely flatter. One can feel as 
well as see the improvement in the treated segment 
of the annular lesion or the neck when it is com- 
pared with the untreated segment. The character- 
istics of both segments were of course the same 
before treatment. This patient had three 2.5 mg. 
injections thus far to each site at weekly intervals. 


Dr. LAURENCE L. Parirz: Would you expect this 
patient to give a positive reaction to a BCG test? 

Dr. Morris LEIDER: I am not sure what Dr. 
Palitz means by “a positive reaction to BCG test,” 
but I should predict that if a vaccination with 
BCG were made in this patient one of two things 
would happen, namely, (1) nothing at all (reflec- 
ting the tuberculin anergy) or (2) the appearance 
of lesions like those present (later rather than 
sooner, and also reflecting the complex acquired 
immune biology toward the tubercle bacillus). If, 
however, the tuberculin anergy in this case is of 
native quality (in which case we are all mistaken 
of the diagnosis in this case) BCG vaccination 
would result in a primary complex and induction 
of tubercle reactivity. 


Dr. Irwin I. Luspowe: If the tubercle bacillus is 
at cause here, then administration of isoniazid or 
other agents active against the tubercle bacillus 
ought to constitute a therapeutic test. 

Dr. Davin Bioom: I presented this patient with 
the diagnosis of “tuberculous sarcoidosis” in order 
to avoid the long-worded diagnosis “hematogenous 
cutaneous tuberculosis in the Negro,” which, term 
was given by Dr. Nomland and which Dr. H. V. 
Mendelsohn and I accepted in our report of 1937 
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(Arch. Dermat. & Syph. 36 :937, 1937). In this 
paper it was brought out that this entity in the 
Negro is to be considered as an attenuated type 
of tuberculosis due to a special immunological 
state in the Negro. Many of these cases develop 
later into frank tuberculosis or give a history of 
exposure to tuberculous persons. This patient also 
confirms my conception with regard to the tuber- 
culous etiology of these cases, since she gives a 
family history of pulmonary tuberculosis in a 
brother and a sister. 

Diagnosis: Follow-Up Case; Neurodermatitis and Prickle- 


Cell Epithelioma of the Leg—Removal and Repair by 


Plastie Surgery. Presented by Dr. Ernst M. ROSEN- 
BAUM. 


Myelomatosis with Resistant 
Pyodermic Ulcers of Legs; Some Immunologic, Hemato- 
logic, and Histologic Studies. Presented by Dr. CONRAD 
STRITZLER. 

Case for Diagnosis: Localized Duhring’s Disease? Fixed 
Drug Eruption? Presented by Dr. Laurence L. PALITZ. 

Diagnosis: Bullous Lichen Planus; Limited to the Mouth. 
Presented by Dr. CONRAD STRITZLER. 

Diagnosis: Alopecia Cicatrizata. Presented by Dr. Ernst M. 
ROSENBAUM. 

Diagnosis: Reticulum-Cell Sareoma(?) 
ELLEN REINER. 

Diagnosis: Lichen Sclerosus et Atrophicus. 
Dr. A. J. OrFuss. 

Diagnosis: Occupational Pilonidal Cysts and Sinuses of 


Diagnosis: Follow-Up Case; 


Presented by Dr. 


Presented by 


the Fingerwebs in a Barber. Presented by Dr. A. J. 
OrFUSs. 
Diagnosis: Follow-Up Case: Amyloidosis Cutis. Presented 


by Dr. JOHN GARB. 
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Kyrle’s Disease: Hyperkeratosis Follicularis et 
Parafollicularis in Cutem Penetrans. Presented 
by Dr. JOSEPH GROPEN. 

A 23-year-old Caucasian woman states that she 
noticed “bumps” appear on her legs and thighs 
when she was 9 years of age. Since that time 
more lesions gradually appeared, chiefly on the 
extensor surface of the legs and thighs and on the 
back. Within the past year lesions also appeared 
on the arms, They are asymptomatic and show 
no tendency towards spontaneous regression. The 
past history is noncontributory. No familial his- 
tory of similar condition could be elicited. 

The single lesion represents a firm, slightly ery- 
thematous crateriform papule containing a central 
plug. The papules vary in size from that of a 
pinhead to a pea. There was no tendency to group- 
ing. Treatment with vitamin A, 150,000 units per 
day, did not influence the clinical appearance of 
the lesions. 


Discussion 


Dr. CLETE S. Dorsey: The first case of this 
disease, which was described by Kyrle, occurred in 
a 22-year-old healthy woman (Kyrle, S.: Vor- 
lesungen über MHisto-biologie der menschlichen 
Haut und ihrer Erkrankungen, Berlin, Julius 
Springer-Verlag, 1925). The primary lesion was 
a small, follicular, yellow, horny papule, similar to 
the primafy lesion of Darier’s disease. This papule 
increased in size gradually, became slightly infil- 
trated, and assumed a reddish-brown hue. By and 


by, the horny material increased in amount and 
the lesion became verrucous in appearance. By 
confluence of adjacent lesions polycyclic plaques 
were formed, covered with slightly adherent horny 
masses. When these were removed, a denuded, o0z- 
ing epidermis with a hemorrhagic base became 
visible. These lesions healed, with pigmentation or 
superficial scars. 

The histological slide of an early lesion showed 
beginning follicular plugging and a slight acan- 
thosis. The remarkable feature in this slide was 
the appearance of prickle cells. These were so 
densely pressed against each other that they became 
flattened and lost their cylindrical shape. They 
were smaller than normal, and some of them 
showed symptoms of degeneration, such as vacuola- 
tion. The fully developed lesion presents a massive 
keratotic cone penetrating into the cutis. There is 
actually a break in the epidermis through which 
the horny masses enter into the fibrous tissue. The 
parts of the epidermis which flank the cone on both 
sides are acanthotic. Around the horny material, 
which in fact represents a foreign body, a granu- 
loma has developed. There are round cells, 
epithelioid cells, and giant cells present. This in- 
filtrate has pervaded the lower part of the cone, 
and some of the giant cells contain phagocytized 
particles of horny material. 

The presented slide does not yet show a fully 
developed stage. We see a dilated hair follicle, 
filled with dense, hyperkeratotic material. If this 
lesion were to continue to grow the keratotic plug 
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would grow larger. Unable to escape the unyield- 
ing mouth of the follicle, it would be forced down- 
ward, through the floor of the follicle. We then 
would have the picture of a hyperkeratosis in the 
follicle, beyond the follicle (parafollicularis), and 
penetrating into the cutis. 

The cause of this condition is unknown. It is 
believed to belong to the genodermatoses. 


Case for Diagnosis: Nodular Myxedema, Nod- 
ular Subepidermal Fibrosis, Xanthomatosis. 
Presented by Dr. JoHN W. WALTERS. 

A 60-year-old woman was seen two years ago 
with what appeared to be a contact dermatitis of 
the hands and forearms, thought to be caused by 
a detergent. A month later the patient returned, 
and on the forearms there were many raised shiny 
papules arranged in annular patches. Biopsy at 
this time revealed focal simple cell reaction, with 
some fibrosis and basophilic degeneration suggestive 
of a neurodermatitis or a papular or follicular 
neurodermatitis. Five months later there was ex- 
tensive spread to the legs, thighs, and body. There 
was very little pruritus, and at this time the 
papules began to show a yellowish hue. 

On a second biopsy specimen the midcutis showed 
a dense fibrosis, consisting of many histiocytes, 
fibroblasts, and new capillaries. In one section a 
nodule showed fibrosis, consisting of many nu- 
cleated cells with vacuolation—this could be his- 
tiocytic or mucin-containing cells. Occasional 
mitotic figures in these nuclei may mean a xan- 
thomatous process. Frozen section did not reveal 
fat, the slide showed the fibrotic hyperplasia. 

Laboratory data: Kahn and Kline, negative; 
urine and CBC, essentially normal; BMR, —8 and 
—6; fasting sugar, 112 mg. %, and sedimentation 
rate, 12 mm/hr. 

Lipid fractionation values were as follows, with 
normal values in parentheses. 


Mg. 
Total lipids 735 (520-920) 
Neutral fats 220 (85-365) 
Total fatty acids 440 (245-620) 
Ester cholesterol fatty acids 100 (60-120) 
Phospholipid fatty acids 130 (105-160) 
Fatty acids from neutral fats 210 (80-350) 


Phospholipids (lipid P X 23.5) 195 (160-240) 
Total cholesterol 220 (140-220) 
Ester cholesterol 68% of total (60-80% ). 


Discussion 


Dr. WALTER S. GREEN: The diffuse, thickened, 
infiltrated areas are not helpful diagnostically, but 
the discrete papules located marginally and in satel- 
lite distribution are. During the past three years 
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the patient has noted considerable thickening and 
enlargement of her nose, ear lobes, and forehead, 
giving her a leonine type of facies, and these findings 
along with the histopathology would favor a diag- 
nosis of lichen myxedematosus. Lichen myxedema- 
tosus is not associated with any defect of thyroid 
metabolism or other endocrine abnormalities. Dr. 
Hamilton Montgomery and Dr. Laurence Under- 
wood (J. Invest. Dermat. 20:213 [March] 1953) 
classified four types of lichen myxedematosus : one 
is the generalized lichenoid papular eruption; a 
second is a plaque type of distribution in one or 
more sites; a third type is a discrete, isolated, 
papular type of eruption, and a fourth type, less 
commonly encountered, is urticarial and nodular, 
eventuating as the lichenoid type. There is no 
known cause for this condition. The metabolic 
changes in the skin, particularly hyaluronidase 
activity, are probably implicated in some manner, 
but the exact mechanism is not known. There is 
no satisfactory treatment. 

Dr. LAURENCE J. UNDERWOOD: The hematoxylin 
and eosin sections have the fibrillary appearance 
of the connective tissue, with the fusiform and 
stellate type cells seen in lichen myxedematosus. 
A mucin stain should be made for confirmation. 
Fibrosis-like features may also be noted in some 
stages of this condition. My diagnosis is lichen 
myxedematosus. 

Familial Benign Chronic Pemphigus (Hailey and Hailey). 
Presented by Dr. Laurence J. Uxnperwoop and Dr. 
WALTER S. GREEN. 

Trophie Uleer Secondary to Diabetes Neuritis. Presented 
by Dr. Crete S. DORSEY. 


Case for Diagnosis. Presented by Dr. LEAH FISHER. 


An Unusual “Acne 


ROSE 


Case of Severe Necrotizing Acne. 

Aggregata Seu Conglobata?” Presented by DR. 
B. SAPERSTEIN. 

Case for Diagnosis: Benign Melanosis? Congenital. 
Presented by Dr. Meyer Berke and Dr. JoseEPH R. 
Traups, for therapeutic suggestions. 

Congenital Melanosis with Secondary Leukoderma. Juve- 
nile Acanthosis Nigricans with Secondary Leukoderma. 
Presented by Dr. MEYER Berke and Dr. JosePH R. 
Traus, for therapeutic suggestions. 

Pityriasis Lichenoides Chronica. Presented by Dr. STANTON 
B. May. 

Dermatitis Herpetiformis. Presented by Dr. LEAH FISHER, 
for therapeutic suggestions. 

Mycosis Fungoides. Presented by Dr. Davin N. ALCON. 

Lichen Plano-Pilaris. Presented by Dr. Crete S. DORSEY. 

Acroselerosis. Presented by Dr. Joun B. Watson, for 
therapeutic suggestions. 

Parapsoriasis? Chronic P. R. Presented by Dr. 
PRICE. 

Dermatomyositis. Presented by Dr. Joun W. CARNEY. 

Dermatitis Papillaris Capillitii. Presented by Dr. CHESTER 
M. Sipett. Dr. J. Gorpon Ericxson, and Dr. Jack 
E. McCreary, for therapeutic suggestions. 

Tinea Capitis: Tr. Tonsurans in Adult Female. 
by Dr. ELior WOLK. 

Lymphoma? Presented by Dr. Joun W. CARNEY, for 
suggestions for treatment. - 


HAROLD 


Presented 
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Lichen Planus Circumfollicularis Corneus Come- 
doniformis? Presented by Dr. Bernarp F., 
RYAN. 

A 48-year-old woman has had a slowly spreading 
eruption for nine years. The first lesions were on 
the lateral aspect of the right heel and extended 
over the foot. Subsequently there has been roughly 
symmetrical involvement of the upper arms, sacro- 
iliac region, legs, feet, hands, and forearms. The 
lesions become more erythematous when the patient 
is nervous and at the menses. There is no itching. 

There is mild icthyosis of the thighs. Mostly on 
the extremities are large atrophic placques with 
multiple pinhead and larger  red-to-violaceous 
papules. The lesions have a brownish color on 
diascopy. On the dorsum of the wrist are macular 
erythematous areas. The lesions on the feet are 
peculiar, having violaceous hyperkeratotic plugs 
and atrophic scarring. On the ankles there are 
depigmented atrophic patches. The sections show 
questionable changes of lichen planus. Other 
laboratory studies and a complete study by an 
internist have been negative, except for a positive 
test with first-strength tuberculin. 

The eruption has progressed despite treatment 
with vitamin A, oral cortisone, intramuscular bis- 
muth, and vitamin K and various kinds of local 
therapy. 


Discussion 


Dr. PauL FasaL: There is a fairly good histo- 
logical picture for lichen planus. 

Dr. RICHARD SKAHEN (by invitation): There is 
inflammation in the subcutaneous fat, primarily 
perivascularly, with an occasional thrombosed 
arteriole. This does not coincide with the diag- 
nosis Of lichen planus. The inflammatory changes 
in the epidermis could be secondary to the vascular 
involvement in the subcutaneous fat. 

Dr. Bernard F. Ryan: The late Dr. Nelson 
Paul Anderson must have credit for the diagnosis. 
The patient saw him in consultation, and he studied 


her intensively and was fascinated by this unusual ` 


eruption. He performed several additional biopsies 

and cultures for fungi and finally arrived at the 

diagnosis of lichen planus circumfollicularis corneus 

comedoniformis. Dr. Hamilton Montgomery agreed, 

after reviewing the slides. 

Coccidioidomycosis: Presented by Dr. LAWRENCE 
R. Lorrus (by invitation) and Dr. WILLARD M. 
MEININGER. 


A 20-year-old man is employed as a soil analyst. 
On Feb. 16, 1958, he became ill with headache, 
fever, chest pain, malaise, and a mild nonproductive 
cough. Chest films revealed increased hilar mark- 
ings and a small amount of fluid in the left costo- 
phrenic angle. Bed rest and penicillin were 
prescribed. 

On March 14, 1958, a pustular lesion appeared 
on the right cheek and gradually developed into a 
carbuncle-like granuloma, despite broad-spectrum 
antibiotic therapy. It was excised on April 27, 1958. 

The hilar lymphadenopathy is subsiding, and the 
pleural effusion has cleared. After a 20 Ib. weight 
loss, he now feels better and has regained 7 pounds. 

Pertinent findings include a positive 1:100 coc- 
cidioidin skin test (negative, 1:1,000), cococcidioidal 
complement-fixation test positive 1:16, and pre- 
cipitin positive, undiluted. 

In the section, a classical spore is seen. 


Discussion 


Cot. RAYMOND M. WILLIAMS (MC), A. U. S.: 
There is no question about the diagnosis in this 
case, but I suspect that the pulmonary episode 
was the initial phase of his illness and that 
this cutaneous lesion represents his only extra- 
pulmonary manifestation of a progressive type of 
coccidioidomycosis. Did the cutaneous lesion ap- 
pear in conjunction with this episode? Were cul- 
tures taken from the sputum at any time? 


I bring up these questions because the patient 
appears well and is very happy about having had 
this lesion excised. However, I have serious doubts 
that he is cured of his disease and believe that he 
should be followed very carefully to see if he 
develops other extrapulmonary lesions. I have 
observed in several cases of progressive coccidio- 
idomycosis that if a granuloma develops, for 
example, on the fingers or hand, there will be 
epitrochlear node enlargement the same as with a 
primary complex, and I am inclined to explain this 
patient’s node enlargement on that basis rather than 
as a part of a primary cutaneous infection. I 
would also recommend serologic follow-up to see 
if his complement-fixation test goes up or down. 

Dr. Mortimer S. FALK: Would amphotericin B 
entail any danger if given to this man? 

Cot. RAyMonp N. Wiittams (MC), A. U. S.: 
We have treated one patient on the dermatology 
service with amphotericin B, and there is some 
evidence of possible kidney damage. His BUN went 
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up from a normal of 9 mg. % to around 42 mg. % 
while he was on the treatment. However, this re- 
turned to normal soon after the drug was dis- 
continued. Another patient on our medical service 
was treated for coccidioidal meningitis, and | 
understand that he also has had some evidence of 
kidney impairment. About the only other difficulty 
experienced was moderate fever during the infusion 
periods. I believe it is justifiable to use this drug 
in any form of disseminated coccidioidomycosis but 
would not recommend its use prophylactically. I 
suggest careful follow-up, and if his ccmplement- 
fixation titer continues to go up or if he develops 
other signs of dissemination, then I would not 
hesitate to give him the drug. 

Dr. PauL Crosstanp: At the December, 1957, 
meeting of the American Academy of Dermatology, 
Harrell reported his experiences with amphotericin 
B in treating deep mycoses. The single case of 
coccidioidomycosis in his series was cured by this 
means. Of special interest was the fact that results 
of the complement-fixation test changed from 
positive to negative after administration of the 
drug. Dr. Harrell stressed the fact that the oral 
tablets contain both amphotericin A and B and are 
not nearly so effective therapeutically as intra- 
venous injections of amphotericin B alone. His 
dosage is one to one and one-half milligrams per 
kilogram of body weight, given in 500 cc. of 
glucose. The average dose amounted to 50 to 75 
mg. per day. Reactions are severe. Anorexia, 
vomiting, headache, and fever occur within the 
first few hours. Signs of renal and hepatic dam- 
age are seen later, occasionally. In this case, 
I question the need for such vigorous treatment. 
However, if the titer goes up, I would consider 
giving the patient amphotericin B intravenously, 
even though a course of amphotericin tablets has 
already been administered orally. 

CoL. RaymMonp N. Wititams (MC), A. U. S.: 
The oral preparation was given to our patient in 
doses of 4 gm. daily for a period of six weeks, 
and it had absolutely no effect upon him or upon 
his disease, so far as we could tell. However, when 
we switched to the intravenous preparation, his 
granuloma gradually flattened out and his comple- 
ment-fixation titer dropped from a titer of 1:128 
to 1:32. He was separated from the service soon 
after the treatment was completed and has been 
lost from follow-up, and so we do not know whether 
or not he has been cured. 

Dr. Epwarp J. Rrncrose: I would be in favor 
of watchful waiting. I observed a patient with 
multiple lesions, on the hand, scalp, and toes, in 
which were demonstrable organisms. He cleared 
completely after local excision. He also had a 
history of a preexisting lung infection. This man 
lived for five years and subsequently died of an- 
other condition. At autopsy there were no mani- 
festations of coccidioidomycosis. 
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Dr. WILLARD MEININGER: Dr. Charles Smith, 
father of coccidioides in the present generation, 
assured me when I moved to Sacramento 10 years 
ago that this organism had been found in soil in 
our region, and so I expected to see at least an 
occasional case. This is the first, and I’ve been told 
that only one other has been found during that 
period. Of course, he handled soil from various 
parts of California. 

In this patient, we have done nothing except 
excise the granuloma, because he has responded 
so well since then. We shall keep him under 
close observation. 

Mycosis Fungoides Treated with the Electron 
Beam. Presented by Dr. EuGent M. FARBER, 
Dr. HaroLD M. SCHNEIDMAN, and Dr. ROBERT 
J. McNamara (by invitation). 

A 59-year-old Italian street cleaner has had a 
progressing skin eruption since 1952. It started 
on the left foot, and patches have since developed 
on the trunk, arms, and lower extremities. The 
diagnosis was established four months ago, and 
since that time he has been given x-ray therapy 
elsewhere. The burning and itching formerly pres- 
ent have subsided since the x-ray, but the lesions 
remain essentially unchanged. 

He has been treated with electrons with use 
of the linear accelerator, having received a total of 
800 rads to the anterior and posterior aspects of 
the entire body, shielding the face, gonads, and 
uninvolved back. 


Discussion 


Dr. PauL CrossLAnp: We are indeed fortunate 
to have a linear accelerator to produce mono- 
energetic electron beams. Dr. John Fromer has 
used a monoenergetic electron beam from a Van 
de Graaf generator for years, with very good 
results in the palliative treatment of mycosis 
fungoides, after all other methods have been ex- 
hausted. These machine-produced electrons differ 
from. natural -rays in that they all have virtually 
the same energy. Controlling the voltage applied 
in the machine controls the energy of the beam. 
and in this way the depth of penetration may be 
controlled to suit the thickness of the tissue treated. 
The point of maximal ionization is also at the same 
level for the entire beam and lies almost mid- 
way between the surface and the deepest point 
of penetration. In this way, the skin surface is 


_ spared while underlying structures are irradiated. 


For treating mycosis fungoides, Dr. Fromer uses 
electrons whose energy is about 2.5 mev (million 
electron volts). Their average penetration is 7.0 
mm., and the zone of maximal ionization is a band 
of tissue 2 to 4 mm. beneath the skin surface. Dr. 
Fromer showed the penetration of the eléctrons 
very interestingly in his exhibit at the “American 
Academy of Dermatology several years ago. He 
exposed a pad of scratch paper to the electron beam. 


SOCIETY TRANSACTIONS 


On the sheets, comprising the upper 2 mm. of the 
pad, there was no discoloration, but farther down, 
a brown discoloration was seen as you turned the 
pages. Toward the bottom of the pad, it disap- 
peared completely. The brown area corresponded 
to the zone of maximal ionization. I think Dr. 
Farber’s patient will benefit greatly by electron 
beam therapy. 

I should like to say a word or two about the 
term “rad.” Many of us are not familiar with 
radiation units, aside from the roentgen, which is 
a unit of exposure and refers only to electro- 
magnetic radiations (x-rays and y-rays). Cor- 
puscular radiations, such as neutrons, electrons, 
protons, and a-particles, cannot be measured in 
roentgens. So, the term rad was adopted. It is 
defined as “the absorbed dose of any kind of radia- 
tion which is accompanied by the liberation of 100 
ergs of energy per gram of absorbing material.” 
We can speak of x-rays, y-rays, neutrons, electrons, 
etc. in rads. The rad is a physical unit of absorbed 
radiation, but a unit is needed to convey the 
biologic effect of a certain amount of any kind of 
radiation. This unit is the rem (roentgen equivalent 
man). Different types of radiation differ greatly 
in their power to inflict damage. One rad of 
neutrons, for example, will do 10 times more 
damage than one rad of x-rays, under a given set 
of circumstances. For this reason, the term RBE 
(relative biological effect) was introduced, to indi- 
cate the relative biological effectiveness of a type 
of radiation. The dose in rems equals the RBE 
times the dose in rads. The RBE for X-rays is 
taken as one. Therefore, if an exposure of 100 r 
is administered under ordinary conditions to soft 
tissue, the radiation absorbed dose is 100 rads. 
Since the RBE of x-rays is taken as 1, the 
biological effectiveness of such a dose is 100 rems. 


Dr. Harotp M. ScHNEIDMAN: This is the first 
patient on the West Coast to be treated with elec- 
trons by our machine. There is also a machine in 
Boston that is available to private patients. An- 
other machine at the National Institute of Health, 
at Bethesda, is used mainly for research. 

This is different from x-ray treatment. The 
beam consists of electrons and not x-ray. The 
total amount of previous x-ray radiation is not a 
contraindication to treatment with electrons. The 
electron beam spares the epidermis. The bulk of 
the ionization occurs at approximately 4 mm. depth, 
and the epidermis absorbs only 75% of the amount 
at the 4 mm. level. The patient with generalized 
lesions can be treated in a matter of five minutes 
with exposures covering the entire body. Total 
body radiation can be given without a deleterious 
effect on the blood cell count. The patient can be 
retreated several times at appropriate intervals. 

We are hoping to get a good result in the patient 
presented. Two other patients are also receiving 
this treatment, and I hope at a future date to be 
able to bring you reports on the outcome. 

The series consisted of four exposures to the 
anterior surface of the body and four exposures 
to the posterior. Specifically, 200 rads was given 
to the anterior surface and 200 rads to the posterior 
every other day until a total of 800 rads was 
delivered to each side. 

Case for Diagnosis: Painful Swelling of the Arm. Pre- 
sented by Dr. Kemp Dowpy. 
Darier’s Disease with Solar Dermatitis. 

Dr. Bernarp F. Ryan. 

Case for Diagnosis. Presented by Dr. Harotp G. Moyer 

(by invitation). 

Case for Diagnosis. Presented by Dr. Rosert G. WALTON 
and Dr. Rita M. CHAFKIN. 


Porokeratosis and Sclerosing Basal Cell 
Presented by Dr. Epwarp J. RINGROSE. 


Presented by 


Carcinoma. 
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GRANULOMA ANNULARE OF THE SCALP. S. R. Woop, Brit. J. Dermat. 70:179-180 (May) 1958. 


Two unusual cases of subcutaneous nodules of the scalp with histologic pictures of 
granuloma annulare are described. The lesions disappeared gradually after several months. 
Hurr, Evanston, Ill. 


RELAXIN: Its EFFECTS IN A CASE OF ACROSCLEROSIS. G. Ismay, Brit. J. Dermat. 70:171-175 
(May) 1958. 


Treatment with estrogen, followed by a short course of relaxin (Releasin) for three weeks 

(1 ml. intramuscularly daily for one week and 2 ml. intramuscularly for two weeks) produced 

marked relief of symptoms, especially dysphagia, in a 63-year-old woman with acrosclerosis. 
Hurr, Evanston, Ill. 


LICHENOID DERMATITIS DUE TO CHLOROQUINE. J. Savace, Brit. J. Dermat. 70:181 (May) 1958. 


A case report of a man who developed an extensive lichenoid eruption while taking 
chloroquine. The eruption was identical to that caused by Atabrine. 
Hurr, Evanston, Ill. 


ANTIBIOTICS AND SKIN TUBERCULOSIS. C. Hurez and P. H. Petce, Brit. J. Dermat. 70: 
215-217 (June) 1958. 


A brief resume of the authors’ experience in treating many types of cutaneous tuberculosis 
with different combinations of calciferol, streptomycin, isoniazid, PAS, and steroids. 
Hurr, Evanston, Ill. 


TRAUMATIC CALCINOSIS OF THE SKIN. I. B. Sneppon anD R. McL. Arcureacn, Brit. J. 


Dermat. 70:211-214 (June) 1958. 
Two cases of calcification. of the skin in coal miners are described. The cause was found 
to be the roof water of the coal mine, which contained 314% calcium chloride. 
Hurr, Evanston, Ill. 


A CASE oF FATAL METASTASIZING “EryTHROPLASIA.” M. WitHAM, M. Garretts, A. LEVINE, 
AND A. Jarrett, Brit. J. Dermat. 70:201-210 (June) 1958. 


A case is described of a man who developed numerous superficial epitheliomata (histologi- 
cally, Bowen's disease) and a large 6X9 cm. bright red velvety plaque, clinically resembling 
erythroplasia. Later this plaque became frankly malignant and spread rapidly as cancer en 
cuirasse and with metastases to internal organs. It is suggested that this was an example of 
sweat duct carcinoma, with histologic features indicating relationship between nevus syringad- 
enomatosus papilliferus, Paget’s disease, Zoon’s plasma-cell type of erythroplasia, and Bowen's 
disease. Attention is called to the fact that sweat or apocrine duct proliferation may excite a 
plasma-cell reaction. 

Hurr, Evanston, Ill. 


THE RETENTION OF ARSENIC IN THE Late CUTANEOUS COMPLICATIONS OF Irs ADMINISTRA- 
tion. A. Scorr, Brit. J. Dermat. 70:195-200 (June) 1958. 


An accurate method of determining the arsenical content of the skin is outlined. Normal 
levels of arsenic in human skin are consistently below 1.04g. per gram. Patients who have 
been exposed to arsenic, either through its ingestion or by external contact, and who have 
later developed keratoses and epitheliomata tend to have a higher than normal content of 
arsenic not only in the actual lesion but also in their normal skin. There is an individual 
variation in the ability of persons to eliminate arsenic. 

Hurr, Evanston, Ill. 


INEFFICACY OF SopruM BISMUTH TRIGLYOLLAMATE IN THE TREATMENT OF WARTS. E. .L. 
Couen, Brit. J. Dermat. my DSADSS (July). 1956) ness cass rore diis apra cee gideres 


Bistrimate was useless for the treatment of warts. 
Hurr, Evanston, Ill. 
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FAMILIAL Sarcorposis. R. P. Warin, Brit. J. Dermat. 70:250-253 (July) 1958. 
A brief summary of 26 reports of familial sarcoidosis in the literature and the addition 


of two more families. 


‘¢ Hurr, Evanston, Ill. 


THE PH OF THE SKIN SURFACE OF CHILDREN WITH SEBORRHOEIC DERMATITIS COMPARED WITH 
UNAFFECTED CHILDREN. J. M. Bearr, E. A. CHEESEMAN, A. A. Garey, AND D. W. 
NEILL, Brit. J. Dermat. 70:233-241 (July) 1958. 

' The seborrheic’s skin (unaffected as well as affected sites) is more alkaline than normal. 
Hurr, Evanston, Ill. 


. Light Eruptions AND THE ATP MecHANIsSM. G. H. Finpay, Brit. J. Dermat. 70:242-244 
(July) 1958. 
An experiment showing that physiological doses of ultraviolet light do not alter adenosine 
triphosphate (ATP) and that ATP-ase activity of the skin is unaffected by antimalarials. 
Therefore, ATP level is probably not a factor in the production of light eruptions nor in 


their treatment with antimalarials. 
Hurr, Evanston, Il. 
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Dermatologie und Venerologie (in German). Vol. 2, Pt. 1. Edited by H. A. Gottron 
and H. Schönfeld. Price, $41.20. Pp. 757, with 337 illustrations, some in color. Georg 
Thieme Verlag, Herdweg 63 (14a) Stuttgart N (American Zone), Germany, 1958. 

This book is Part 1 of Volume 2 of a series of five volumes on dermatology and venereology. 
The following subjects are thoroughly discussed: physical therapy, including x-ray therapy’ 
with hard and soft rays; radium and electron therapy; the use of radioactive isotopes; treat- 
ment with ultrasound, U. V. rays, heat, and electricity; baleneotherapy, and the effect of 
climate. Cosmetic dermatology is taken up in detail. Diseases of unknown origin are then 
discussed; among others are erythema multiforme, erythema nodosum, and numerous other 
erythemas, also erythematosquamous eruptions, such as psoriasis and parapsoriasis, and, in 
addition, the erythrodermas, dermatomyositis, lupus erythematosus, and periarteritis nodosum. 
The photographs are good, and the bibliography is adequate. The volume gives a thorough 
review of the subjects treated. 


Dermatologie und Venerologie (in German). Vol. 2, Pt. 2. Edited by H. A. Gottron 
and W. Schonfeld. Price, $41.20. Pp. 590 with 277 illustrations. Georg Thieme Verlag, 
Herdweg 63 (14a) N (American Zone), Germany (Obtainable in U. S. A. and Canada 
from Intercontinental Medical Book Corporation, 381 4th Ave., New York 16), 1958. 

This is the second part of Volume 2 of a series of five volumes, designed to give the most 
comprehensive review of skin diseases and venereology since the Jadassohn Handbuch. Various 
diseases are thoroughly discussed and well illustrated by outstanding German clinicians and 
followed by an adequate bibliography. The subjects taken up in this volume include lichen 
planus, lichen nitidus, hemorrhagic diatheses, atrophies, scleroderma, parasitic skin diseases, 
mycoses of the skin, sarcoidosis, and virus diseases. 


Klinische Calorimetrie und Thermometrie (in German). By Helmut P. Kuemmerle. 
Price, $4.30. Pp. 112, with 61 illustrations. Georg Thieme Verlag, Herdweg 63 (14a) N 
(American Zone), Germany (Obtainable in U. S. from Intercontinental Medical Book 
Corporation, 381 4th Ave., New York 16), 1958. 

This is a monograph on thermic methods of registering the amount of blood passing through 
the skin and underlying tissues in man. After a discussion of the physical and physiologic 
aspects of temperature changes in tissues, the causes of pathologic disturbances are reviewed 
briefly. Types of apparatus for measuring temperature and heat changes are described. Clinical 
applications to dermatology in the early diagnosis of diseases involving changes in blood velocity 
and volume, such as acrocyanosis, acrodermatitis atrophicans, stasis dermatitis, etc., are dis- 
cussed. Applications to other branches of medicine, such as anesthesia, surgery, and internal 
medicine, are also touched upon. This monograph contains a wealth of information and a 


$ 


fairly complete bibliography. Pi 
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Serotonin 


Its Effect in Normal and Atopic Skin 


W. E. CLENDENNING, M.D.; G. A. DeOREO, M.D., and R. B. STOUGHTON, M.D., Cleveland 


Introduction 


The purpose of this article is twofold : 
first, to summarize briefly those important 
aspects of serotonin metabolism which may 
interest the dermatologist; second, to present 
some observations we have made on the dif- 
ferences in response to intradermal injection 
of serotonin in the skin of normal adults 
as compared to the skin of people with 
atopic dermatitis. 

As long ago as 1914, Masson presented 
the idea that cells in the wall of the in- 


testines, which he termed argentaffin cells, _ 


might belong to an endocrine system similar 
to the chromaffin tissue of the adrenal me- 
dulla but differing in that the argentaffin 
cells are dispersed and do not form one 
organ.! This was perhaps the starting point 
of knowledge concerning the substance we 
now term serotonin (5-hydroxytryptamine, 
_5-HT, HT, 5-HTA, and Enteramine). 

It was not until 1948 that this physiolog- 
ically active agent was successfully isolated 
by Rapport, Green, and Page? A measure 
of the phenomenal amount of interest in and 
work done on serotonin during the past 
decade is perhaps best illustrated in a recent 
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review by Page,® which lists a bibliography 
of over 500 articles, all of which have ap- 
peared within the past four years. 


Only a small number of these articles 
include any reference to the skin or its ap- 
pendages. Of those which do, most have 
presented work which was done on the skin 
of lower animals, in particular the rat.47 
It now appears unlikely that work done with 
this substance on the skin of animals other 
than man will have much carry-over value, 
as it has been shown that human skin has 
very little measurable serotonin." 


Serotonin has been found in all of the 
phyla except the coelenterates. It has been 
suggested by Collier? that this widespread 
distribution indicates one of two things: 
Either the capacity to produce this sub- 
stance is easily developed as occasion 
demands or the ability of production is 
primitive in evolution. 

Serotonin is widespread in its distribution 
within the human body, Large amounts have 
been found in the gastrointestinal tract, the 
platelets, the spleen, and the brain. There 
are much smaller concentrations in liver 
and bone marrow and even less in the lung, 
thyroid, pancreas, and diaphragm. It has not 
been detected in skeletal muscle, in the 
peripheral nerves, or in the adrenal gland.*® 

Various workers have searched for sero- 
tonin in human skin. Some have failed to 
find even a trace, while others have detected 
minute amounts (0.01 mg. per gram). These 
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amounts are so small that several observers 
have reached the conclusion that a phys- 
iologically active role for serotonin in the 
human integument is unlikely.51°! Of 
course, the existence of serotonin in a bound 
form, undetectable by present methods of 
determination, has not been conclusively 
ruled out. 


Metabolism of Serotonin 


Owing to the efforts of a number of 
workers, the metabolic pathways for the 
production and excretion of serotonin now 
seem fairly well established #1" (Dia- 
gram). The amino acid, tryptophan, is the 
major precursor of serotonin. Normally only 
about 1% of the dietary tryptophan is uti- 
lized for its formation. However, in pa- 
tients with malignant carcinoid, as much 
as 60% of the dietary intake may be taken 
for this purpose. It has been suggested that 
this marked alteration in tryptophan me- 
tabolism may account for the pellagra-like 
symptoms noted in a small percentage of 
patients with this disorder.®15-17 

The first step in the conversion of trypto- 
phan to serotonin is the addition of a hy- 
droxyl group to the 5 position of tryptophan, 
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to form a new amino acid, 5-hydroxytrypto- 
phan. The second step is the loss of COs 
from the amino acid to form serotonin (5- 
hydroxytryptamine). This reaction is cata- 
lyzed by the enzyme 5-hydroxytrytophan 
decarboxylase, which is widely distributed 
throughout the body. 

The inactivation of serotonin occurs by 
the process of oxidative deamination by the 
enzyme amine oxidase, also found in most 
tissues. In this process, all of the phys- 
iological activity is lost and the end-product, 
5-hydroxyindoleacetic acid (5-HIAA), is 
formed. In patients with malignant carcinoid 
marked elevation of this metabolite is found 
in the urine, and the determination of the 
9-hydroxyindoleacetic acid level is now uti- 
lized as a diagnostic test.!® 


Function of Serotonin 
in Various Systems 


As will be seen from the ensuing com- 
ments, much of the knowledge of any role 
which serotonin may or may not play in the 
various systems of the body is at a very 
tentative stage at the present writing. The 
consensus is that serotonin almost certainly 
has a role or roles, but the exact nature of 
its action in any organ system is still uncer- 
tain. 

Cardiovascular Function.—The results of 
a great number of experiments conducted 
with the purpose of elucidating the action 
of serotonin on the cardiovascular system 
have produced such varied results that one 
writer * has utilized the term “amphibaric” 
to characterize its action. Present evidence 
does not permit any positive statement as to 
what role, if any, this substance plays under 
physiological conditions. 

Experiments suggest that the most im- 
portant factor determining the response of 
the cardiovascular system to serotonin is the 
degree of vasomotor tone. Measures which 
change the amount of neurogenic vasomotor 
tone change the response to serotonin. When 
vasoconstrictor neurogenic tone is high the 
response is hypotensive, and when low, 
hypertensive. This has lead to the’ interest- 
ing, albeit unproved, hypothesis that sero- 
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tonin provides the body with a sort of 
chemical buffering system for the control 
of neurogenic vasomotor tone.” 1° 

Renal Function.—Erspamer was the first 
to suggest that serotonin might be a renal 
hormone. There is still no definite answer 
to this postulate. The problem of whether 
serotonin normally exerts control on the 
caliber of the afferent arterioles has re- 
ceived the most attention. The latest studies 
seem to indicate that serotonin does reduce 
renal blood flow and glomerular filtration 
when given by infusion in normal persons. 
The method of this action is not known, and 
there is not yet sufficient evidence to state 
that serotonin functions as a physiological 
antidiuretic. For some reason, in humans 
the antidiuretic effect is most marked in 
those with diabetes insipidus.” #071 

Function in the Brain.—Although most 
writers on the function of serotonin in the 
normal brain feel that it definitely plays 
some important role, the exact nature of 
this role remains obscure. The question of 
the physiological role of serotonin in mental 
processes is in an extremely confused state, 
and nothing of a definite nature can be 
stated with any certainty. The same may be 
said of its possible function or disturbance 
of function in mental disease. 

The highest concentrations of this sub- 
stance are found in those areas which con- 
tain central representation of autonomic 
activity, with the hypothalamus having the 
highest concentration of any area investi- 
gated. This, of course, would suggest that 
its actions lie primarily within that division 
of the nervous system, 1. €; the auto- 
nomic.??;4 

Recent work on the mechanism of action 
of the drug reserpine 7**® lends strength to 
the supposition that serotonin is of im- 
portance in the nervous system. Reserpine 
has the property of inactivating the sero- 
tonin storage mechanism in body cells. It 
does this by converting serotonin from a 
bound to a free form, which is then rapidly 
destroyed by amine oxidase. It is still a 
moot question as to whether the pharma- 
cological action of reserpine is to be at- 


Clendenning et al. 


tributed to the depletion of stored serotonin 
or to a continuous flow of active free sero- 
tonin, which acts on subcortical centers. 

Function in Specific Disease Entities. — 
Much of the interest generated in serotonin 
during the past few years has come about 
directly or indirectly after the demonstration 
of elevated levels of serotonin in the blood 
and of 5-hydroxyindoleacetic acid in the 
urine of those patients with malignant car- 
cinoid. Thus far this entity stands almost 
alone as the one pathological state in which 
a definite role can be attributed to serotonin 
without dispute. 


So much has been written on the various 
manifestations of the functioning carci- 
noid 1516.27.28 that a brief summary here of 
the changes in the skin should suffice. 
Kierland’s *® recent article describes them 
as follows: 


A transient cutaneous flushing which most fre- 
quently and severely affects the face. Cyanosis of 
varying degree may appear in spots in the regions 
of flushing. When the flush subsides, the central 
portions fade first. As the flushing becomes more 
chronic, telangiectasias become evident, and more 
persistent or permanent cyanosis and flush develop. 


Less than half of patients with a malig- 
nant carcinoid demonstrate the symptoms 
known as the “carcinoid syndrome.” Why 
some carcinoids are “functioning” and others 
remain asymptomatic has been the subject of 
much debate. Thorsen,®® in a recent mono- 
graph on the subject, puts forth the follow- 
ing theory. It is felt that one of the chief 
sites of inactivation of serotonin within the 
body is the liver. Therefore, metastases 
which drain via the portal system would be 
less likely to produce symptoms than those 
which drain by way of the vena cava. 
Studies on a number of cases coming either 
to surgery or the autopsy table indicate that 
this may be the answer to this puzzling 
question. 

Rotbart *! tested two patients with elevated 
levels of 5-hydroxyindoleacetic acid in the 
urine by intradermal injection of serotonin. 
He found them hyper-reactive as compared 
with normal persons. The significance of 
this finding is obscure, but its possible use 
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as a skin test for carcinoid disease has been 
suggested. 

A defect in the serotonin metabolic path- 
way has been demonstrated in another entity, 
phenylketonuria.***8 This rare disorder is 
characterized by a severe degree of mental 
deficiency, a defect of pigmentation, and the 
excretion of phenylpyruvic acid in the urine. 
Significantly lower values for serum sero- 
tonin and urine 5-hydroxyindoleacetic acid 
were found in patients with this disorder. 
This indicates a defect in tryptophan me- 
tabolism, which results in diminished sero- 
tonin production. While administration of 
serotonin to a few of these patients has not 
produced any dramatic change in their men- 
tal status thus far, it is felt that defective 
production of serotonin in phenylketonurics 
is an important factor in the pathological 
process. 

Recently, Kowlessar and associates ** have 
demonstrated increased excretion of 5-hy- 
droxyindoleacetic acid in a series of patients 
with active nontropical sprue. Whether or 
not this increased excretion reflects a defect 
in the metabolism of tryptophan or is re- 
lated to alterations in the mucosa of the 
small intestine is unknown. Previously, 
Anderson *® reported on elevated levels of 
5-hydroxyindoleacetic acid in the urine of 
those on a high-banana diet. 

Although the possible role of serotonin 
in many other disorders (hypertension, 
anaphylaxis, renal disease, and mental ill- 
ness, to mention only a few) has been 
widely discussed, the two entities mentioned 
(carcinoid disease and phenylketonuria) are 
the only ones at the present time in which 
definite abnormalities in serotonin metabo- 
lism have been conclusively demonstrated. 

Function in the Skin——No single agent 
has been found which accounts for the 
hyperemia and increased vascular permeabil- 
ity in the skin associated with many common 
reactions to injury. Therefore, much specu- 
lation has gone on concerning the possible 
role of serotonin in the inflammatory proc- 
ess.3637 The scattered and at times con- 
flicting observations which have been made 
and the evident difference in various species 
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make any summary and conclusions difficult 
at this time. 


There is now little doubt that serotonin 
does play an important role in this respect 
in the skin of the rat.?° Rowley and 
Benditt * have conducted experiments show- 
ing that agents which damage mast cells in 
the rat’s skin release both serotonin and 
histamine and that the edema associated 
with mast-cell damage is mediated largely 
by serotonin. West and Parratt*® have de- 
tected a substance in the edema fluid of 
rat’s skin after injection of egg white, which 
has the properties of serotonin. Thus it is 
clear that serotonin may be responsible for 
vasodilation and increased permeability lead- 
ing to edema. 


Quantitative determination of serotonin 
in the skin of various animals has demon- 
strated that large quantities are found only 
in the skin of the rat. As mentioned in 
the introduction, little or no serotonin is 
present either in the whole skin or in the 
separated parts in man. Human skin is de- 
ficient in serotonin even when abnormally 
large amounts of histamine are present or 
when the blood level of serotonin is ex- 
cessive. 

Inderbitzen ** believes that he has demon- 
strated that intradermal injection of prote- 
olytic ferments or proferments liberates 
histamine and probably also serotonin. The 
reaction was comparable with those seen 
in allergic reactions of the immediate type 
(Arthus). 

Specimens of skin from human cases of 
urticaria pigmentosa 3? and from a mast-cell 
tumor failed to show elevated levels of sero- 
tonin. The serotonin level in the skin of a 
patient with carcinoid likewise was not 
elevated.’ Examinations for bound seroto- 
nin were not done. Thus, the conclusion of 
most observers is that mast-cell proliferation 
in man is not accompanied by any appreci- 
able increase in the skin content of free 
serotonin. 


Although work so far has failed to ascribe 
an important role to serotonin in human 
skin physiology, it must be said, in all fair- 
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ness, that an extensive search for bound or 
masked serotonin has not yet been done. 


Intradermal Injection of Serotonin 
in Human Skin 


Review of Previous Reports——Roddie * 
comments indirectly on the effects of sero- 
tonin on the cutaneous vessels when he 
describes the results of infusion of seroto- 
nin into the brachial artery of normal human 
subjects. This caused a decrease in forearm 
and hand blood flow, with marked redden- 
ing of the skin. He interpreted this result 
to mean that serotonin constricts vessels 
concerned with peripheral resistance but di- 
lates the minute vessels of the skin. 

In an article mainly concerned with the 
cardiovascular actions of serotonin, G. Reid *# 
includes a good description of the effects 
of intradermal injection in normal subjects. 
The reaction consisted of erythema without 
itching or wheal formation. When the sub- 
cutaneous veins were visable and raised 
above the surrounding skin, a subcutaneous 
or intradermal injection caused them to dis- 
appear for distances up to several centi- 
meters from the site of the injection. The 
constriction was so intense that massage 
of the veins with the finger could not force 
blood onwards past the constriction and 
raising the pressure in a sphygmomanometer 
cuff to 60 mm. did not cause distention of 
the constricted portions of the veins. 

Rowley *? tested human skin with sero- 
tonin on the dorsum of the fingers, the 
volar surface of the lower arm, and the 
lateral aspect of the upper arm. He found 
no difference in the reaction at any of these 
sites. 

Lorinez and Pearson * are the most re- 
cent workers to comment on the intradermal 
action of serotonin. In a paper discussing 
their studies on axon reflex vasodilation and 
cholinergic urticaria, they describe the col- 
lapse of the surrounding large subcutaneous 
veins when serotonin was introduced by 
iontophoresis or intradermal injection. Pre- 
vious injection of the areas with neostigmine 
(Prostigmin), hexyleaine (Cyclaine), atro- 
pine, 2-bromo-d-lysergic acid diethylamide 
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(BOL-148), nicotine picrate, diphenhydro- 
mine (Benadryl), iproniazid (Marsilid), 
and saline produced no effect on the initially 
observed action. If a tourniquet was placed 
alongside the site of serotonin injection, the 
veins distal to the tourniquet failed to col- 
lapse. 

Two facts suggest to them that serotonin 
is not the mediator of axon reflex and anti- 
dromic vasodilation. The first is that con- 
centrations of serotonin required to produce 
visible erythema far exceed the reported 
maximum concentration of this substance in 
human skin. Second, when histamine flares 
are produced no vein collapse is noted, al- 
though concentrations far in excess of that 
required to give collapse would have to be 
present in order to produce the erythema. 

Observations on Normal Persons (Tables 
1, 2, and 3).—Thirty-four “normal” persons 
(no history of atopic dermatitis or allergy) 


TABLE 1.—Observations on Normal Persons 








Duration of 


Flare Reaction, 
Case No Erythema Diameter, Cm. Min. 

1 ++ 3 100 
2 ++ 3 90 
3 ++ 4 105 
4 + 2 75 
5 TF 3 95 
6 t+ 4 120 
7 TT 3 120 
8 +++ 3 110 
9 HFF 5 150 
10 HA 2 60 
11 TF 3 90 
12 rT 4 100 
13 ++ 3 80 
14 +++ 3 100 
15 + 1 30 
16 TTT T 6 180 
17 +++ 5 120 
18 ++ 3 100 
19 ++ 4 90 
20 ++ 4 110 
21 Es 2 70 
22 +4 3 95 
23 ++ 3 60 
24 tt++ 5 100 
25 H 3 50 
26 -+ 2 30 
27 FFT 4 110 
28 ++ 3 80 
29 t+ 3 80 
30 + 3 90 
31 ++ 2 40 
32 +++ 4 160 
33 +t 6 140 
34 + + 1 30 
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TABLE 2.—Observations on Atopic Patients 


nM 


Duration of 


Flare Reaction, 
Case No Erythema Diameter, Cm. Min. 
1 +++ 5.0 10 
2 ++ 2.0 10 
3 ++ 3.0 30 
4 +— 0.5 10 
5 0 0.0 0 
6 + 1.0 5 
7 0 0 0 
8 0 0 0 
9 0 0 0 
10 0 0 0 
11 +— 1.0 8 
12 0 0.0 0 
13 ++ 3.0 20 
14 0 0 0 
15 + 1.0 10 
16 + 0.5 15 
17 0 0.0 0 
18 + 0.5 15 
19 ++ 2.0 30 
20 0 0 0 
21 + 0.5 10 
22 0 0 0 
23 0 0 0 
24 + 0.5 15 
25 + 0.5 10 
26 ++ 1.0 20 
27 ++ 1.0 20 
28 0 0 0 
29 0 0 0 
30 0 0 0 
31 + 1.0 10 
32 0 0 0 
33 + 1.0 20 
34 +— 0.5 5 
35 + 0.5 10 
36 +++ 2.0 30 
37 + 0.5 10 
38 + 0.5 5 
39 0 0 0 


were tested by intradermal injection of 0.1 
cc. (10 pg. per cubic centimeter) of 5- 
hydroxytryptamine creatinine sulfate (sero- 
tonin) in the volar surface of the forearm 
(Table 1). The reactions were observed 
closely for the first 15 minutes and then at 
less frequent intervals until the reaction 
subsided. All persons tested gave essentially 
the same response qualitatively. Quanti- 
tatively there was fairly wide deviation as 


TABLE 3.—Average of Totals 


Se 


Normal (34) Atopic (39) 


Erythema, 1-4--.------------------- 2.3 0.5 
Flare, cm...------------------------ 3.3 0.7 
Duration of reaction, min...-------- 93.0 8.4 


eee 
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regards both intensity and duration of the 
reaction. 


The reaction was as follows: 

1. Erythema at the injection site. 

2. An almost immediate flare about the injection 
site. This always appeared within 30 seconds of 
the time of injection. The size of this flare varied 
from 1 to 6 cm. in diameter. In most subjects 
tested, it was between 2 and 4 cm. in diameter, In 
every case the maximal extent of the flare was 
attained within five minutes of the injection time. 
The intensity of the flare was in direct relation 
to its size in each person tested. The duration of 
the flare varied from 30 to 180 minutes. This also 
seemed directly dependent upon the maximum 
diameter obtained and the intensity. 

3. The wheal produced by the injection remained 
the same size or increased only slightly to the 
extent of 1-2 mm. over the initial size of 5-8 mm. 
No pseudopods were observed. 

4. No subjective sensation was noted by any 
of the subjects tested. 

5. In contrast to the findings of previous ob- 
servers, no effect on the surrounding subcutaneous 
veins was noted. 

6. Procaine injection locally inhibited the flare 
response where the procaine was injected. This 
is similar to the inhibition of the histamine flare 
with procaine and probably represents interference 
with an axon reflex type of flare response. 

Observations on Patients with Atopic 
Dermatitis. — Thirty-nine patients with 
atopic dermatitis were tested by intradermal 
injection of 0.1 ce. (10 pg. per cubic centi- 
meter) of 5-hydroxytryptamine creatinine 
sulfate in the volar surface of the forearm 
(Table 2). In most cases the injections 
were made in areas uninvolved by the dis- 
ease process. The reactions were observed 
until they had subsided. 

In 17 of these patients there was no 
visible reaction when serotonin was injected 
into the skin. The remainder of the patients 
showed a sharply diminished response to 
serotonin. Rarely was the erythema greater 
than + (grading from + to 4+), and the 
minimal erythema that developed was ex- 
tremely evanescent in nature. , There was no 
correlation between the intensity of the re- 
action and the severity of the dermatitis. 


Comment . 


Rothmann and Bloom ** have recently re- * 
viewed the subject of increased vasoconstric- 
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tion in the atopic person and conclude that 
this tendency is not due to increased excit- 
ability of vasoconstrictor nerve fibers but to 
an increased responsiveness of the contractile 
elements of the blood vessel walls. They 
would like to assume that increased vasocon- 
striction is one of the stigmata of the atopic 
diathesis. 

This tendency has been noted in the re- 
sponse of the atopic to stroking, heat, cold, 
histamine, nicotinic acid esters, and acetyl- 
choline.#°*® Presumably our observations 
are a further demonstration of this facet of 
the atopic diathesis. 

This demonstration of minimal or absent 
vasodilation with serotonin emphasizes the 
basic physiologic difference between vascular 
responses in normal persons and in atopic 
patients. This is most probably an inherited 
abnormality, and one wonders of course 
what these fundamental physiologic abnor- 
malities have to do with development of 
atopic skin disease. Previous emphasis on 
psychogenic and allergic factors in this dis- 
ease have been of very limited help in under- 
standing the basic mechanisms of atopic 
dermatitis.°°°! Perhaps the painful process 
of unfolding abnormal fundamental phys- 
iologic responses in this group will lead us 
some day to the etiology. 


Summary 


The physiologically active agent serotonin 
(5-hydroxytryptamine) has received tremen- 
dous interest since its isolation just 10 
years ago. Its metabolism in man from the 
major precursor, tryptophan, to the final 
excretion product, 5-hydroxyindoleacetic 
acid, is now well established. 

Much work on its possible role or func- 
tion in the various systems of the body 
(cardiovascular, renal, nervous) has yielded 
few definite data at this writing. However, 
few workers in the field doubt that a role 
or roles exist. 

In two disease entities definite abnormal- 
ities dn serotonin metabolism have been con- 
clusively demonstrated. Thus one finds an 
overproduction of this metabolite in patients 
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with the carcinoid syndrome and an under- 
production in phenylketonurics. 

Its function or lack of function in the 
skin of man is uncertain. There is little 
doubt of its importance in the skin of the 
rat. Perhaps when methods of measuring 
bound serotonin are evolved its role in hu- 
man skin physiology can be more accurately 
determined. 

In our experiments serotonin was injected 
intradermally in 34 normal subjects and in 
39 patients with atopic dermatitis. The re- 
action of the skin of the normal person 
consisted of local erythema and a flare, with- 
out wheal formation or subjective sensation. 
By contrast, in the skin of the atopic, there 
was, in many cases, no visible reaction. 
When a reaction did occur it was similar 
in nature to the normal response but greatly 
diminished in intensity and evanescent. This 
is considered by us to be a further demon- 
stration of the increased tendency to vaso- 
constriction manifested by those with the 
atopic diathesis. 

Dr. John Haserick and his staff at the Cleveland 
Clinic supplied some of the patients for this study. 


University Hospitals of Cleveland, 2065 Adelbert 
Rd. (Dr. Stoughton). 
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Treatment of Acute Parapsoriasis with 


Corticotropin (ACTH) 


Report of a Case 


R. K. WINKELMANN, M.D., and ERNEST LORENC, M.D., Rochester, Minn. 


Acute guttate parapsoriasis, or pityriasis 
lichenoides et varioliformis acuta of 
Mucha-Habermann, is an entity better 
known for the length of its name than for 
the importance of any clinical information 
concerning it. Our studies in the past sev- 
eral years, and recently those of Piérard 
and Van Steenbergen,’ have led us to the 
conclusion that microscopic hemorrhage is 
the typical histologic finding in this entity 
and that the hemorrhage occurs on the basis 
of intense inflammation of capillaries. 
Szymanski? recently discussed a large se- 
ries of these cases on the basis of allergic 
angiitis as the etiologic factor. The variable 
clinical lesions could be explained on such 
a basis. 

While this progress in the basic under- 
standing of some of the clinical and histo- 
pathologic features of the disease was being 
made, no progress in treatment has been 
recorded for many years. Canizares’ re- 
ported success with use of calciferol (-vita- 
min Də), and many combinations of vitamin 
D and antibiotics have been used by other 
authors.* Degos and associates ° reported 
a case of chronic parapsoriasis in which the 
condition converted to an acute form; inten- 
sive treatment with antibiotics and steroids 
resulted in recovery in the sense that the 
eruption once again reverted to the typical 
lesions of chronic parapsoriasis. While 
other authors have noted this conversion 
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of chronic to acute parapsoriasis, Ingram ê 
did not mention such a change in his study, 
in which he separated the acute and chronic 
forms of pityriasis lichenoides from the 
major group of parapsoriasis. 

The following case is reported as repre- 
senting the first instance of | successful 
treatment of acute parapsoriasis based on 
the concept of the disease as an anaphylac- 
toid purpura (allergic angiitis). 


Report of Case 


A 31-year-old man was seen at the Mayo Clinic 
in May, 1958. He had noted a papulovesicular 
plaque on the right lower abdominal wall 18 days 
before admission. Four days later, this had begun 
to spread over the trunk and to the extremities. 
Two days before admission, the palms, soles, and 
face had become involved. The patient had con- 
tinued to work, and his sleep had not been inter- 
rupted. He felt well and had not noted any fever. 
A history of exposure to drugs, chemicals, or in- 
sects could not be obtained; he had not experienced 
any allergic reactions in the past. 

Examination disclosed a universal, maculopapular, 
vesicular, and hemorrhagic eruption in all stages 
of development. Some of the papules had pro- 
gressed to superficial hemorrhagic necrosis. Le- 
sions were present on the hard palate and on the 
palms and soles. His temperature was 98.8 F. 
Lymphadenopathy or palpable enlargement of or- 
gans was absent. 

The erythrocytic sedimentation rate was 23 mm. 
during the first hour (Westergren method). Grade 
1 erythrocyturia was present. Hematologic studies, 
including hemoglobin, blood cell counts, a differ- 
ential count, and a platelet count, showed normal 
results. The prothrombin, bleeding, and clot- 
retraction times were normal. A serologic test 
for syphilis (VDRL) was nonreactive. A thoracic 
roentgenogram was normal. Tissue obtained at 
punch biopsy was cultured, revealing Staphylococ- 
cus pyogenes var. aureus in large numbers. The 
staphylococci were sensitive to penicillin (1 unit 
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per milliliter), tetracycline (3g. per milliliter) and 
erythromycin (lug. per milliliter). Two blood 
cultures gave no growth of organisms. It was 
considered that the staphylococci were contami- 
nants because of their pronounced sensitivity to 
antibiotics and the absence of bacteremia. The 
clinical impression was acute parapsoriasis. Biopsy 
confirmed this. 


The patient was hospitalized, His temperature 
during the first 24 hours varied between 99 and 
100.8 F. He complained of mild malaise on the 
first day. He was given 10 units of corticotropin 
(ACTH) intravenously and diphenhydramine 
(Benadryl) hydrochloride by mouth. The follow- 
ing day he had a few more purpufic spots on the 
legs and feet; he received 40 units of corticotropin 
intravenously. The following day he had improved; 
he again was given 40 units of corticotropin intra- 
venously. Each of the subsequent four days he 
was given 20 units of corticotropin intravenously, 
He was dismissed on the eighth day of hospitali- 
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zation, at which time his condition was greatly 
improved (Figs. 1 and 2). 

Nine months later, the patient did not have any 
lesions and was healthy in all respects. 


Comment 


The patient’s lesions resolved almost 
without residua except for a faint hemosid- 
erin macule. Because he has not had any 
relapse and his health has been maintained 
in such an excellent state, it is presumed 
that this entity represented some form of 
toxic vascular episode that can be safely 
and readily treated by means of steroids. 
We have seen other patients with Mucha- 
Habermann disease who have been given 
steroid therapy without benefit. In general, 
however, the material given represented a 


Fig. 1.— The general- 
ized distribution of the 
lesions. (a) Appearance 
on admission. Note in- 
volvement of palms. (b) 
Appearance after one 
week of treatment with 
corticotropin. The lesions 
have undergone involu- 
tion. 
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Fig. 2—(a) The poly- 
morphous nature of the 
eruption on admission, 
ranging from papulovesi- 
cles to hemorrhagic ne- 
crosis. (b) Appearance 
one week later, showing 
pronounced degree of in- 
volution after use of 
corticotropin. 


cortisone equivalent that seldom was more 
than 100 mg. per day. This amount appar- 
ently is not enough to cause the eruption 
to undergo satisfactory involution. If ster- 
oids are to be used, they should be used 
vigorously in large doses; their administra- 
tion should be tapered off quickly after the 
first two weeks. 

This patient’s dramatic response under- 
lines the importance of early and vigorous 
treatment if the eruption is to be healed 
quickly and easily. If this disease repre- 
sents a form of allergic angiitis, the re- 
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sponse of this patient was a foregone 
conclusion in terms of prior experience with 
such an entity.” This therapeutic response 
to steroids further confirms the clinical and 
histologic observations that point to intense 
vasculitis as the basis for the polymorphous 
cutaneous reactions. 

The histologic appearance of the lesions 
in this case parallels perfectly the illus- 
trations of Piérard and Van Steenbergen 
and is consistent with our own experience in 
acute parapsoriasis. Figure 3a illustrates the 
necrosis and vasculitis, with formation of a 
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subepidermal vesicle. The superficial necro- 
sis and edema become so intense that the 
papillary dermis is involved also (Fig. 3b). 
The angiitis is not distinguished so readily 
in this condition as it is in some forms of 
angiitis of the skin in which the necrosis 
is of slower generation, as in the nodular 
allergy of Gougerot or in erythema ele- 
vatum diutinum. 

One must be entirely sure of the diag- 
nosis before treatment is begun. Clinical 
findings are usually diagnostic, and biopsy 
of the skin is helpful. It is extremely im- 
portant not to mistake this entity for some 
infectious process. The presence of vesicles 
occasionally might cause some confusion 
with simple diseases such as varicella. 
Under these circumstances, of course, ster- 
oid therapy would be contraindicated. 
Therefore, appropriate cytologic, histologic, 
and bacteriologic investigations for the 
causative organisms should be undertaken 
and pursued diligently so as to confirm the 
diagnosis as quickly as possible. 


Summary 


A patient who had lesions that fulfilled 
the clinical and histologic criteria of acute 


parapsoriasis was treated with  cortico- 
tropin (ACTH) on the basis that this 
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Fig. 3—(a) Section of 
papulovesicle, demonstrat- 
ing the underlying vascu- 
litis and a subepidermal 
bulla secondary to papil- 
lary necrosis. (b) Section 
of an infarcted zone, 
showing the superficial 
hemorrhagic crust and 
necrosis of both papillary 
dermis and the epidermis 
(both, hematoxylin and 
eosin; reduced from 


X 100). 


disease represents an acute episode of aller- 
gic angiitis. The treatment was followed by 
complete resolution of the lesions in one 
week and lack of recurrence during a sub- 
sequent follow-up period of nine months. 


Mayo Clinic. 


REFERENCES 


l. Piérard, J., and Van Steenbergen, E. P.: A 
propos du Parapsoriasis varioliforme et de son 
histologie, Ann. dermat. et syph. 84 :630-646 (Nov.- 
Dec.) 1957. 

2. Szymanski, F. J.: Pityriasis Lichenoides et 
Varioliformis Acuta, A. M. A. Arch. Dermat. 79: 
7-16 (Jan.) 1959. 

3. Canizares, O.: Parapsoriasis: Its Treatment 
with Calciferol: Review of 18 Cases, A.M. A. 
Arch. Dermat. & Syph. 65:675-684 (June) 1952. 

4. Rupp, V. E., and Blaese, C.: Pityriasis 
Lichenoides et Varioliformis Acuta Mucha- 
Habermann, Ztschr. Haut- u. Geschl. Kr. 23:238- 
241 (Oct. 15) 1957. 

‘5. Degos, R.; Delort, J.; Civatte, J., and Kauf- 
mann, P.: Parapsoriasis en gouttes avec poussée 
aiguë grave et hautement fébrile, abstracted, Bull. 
Soc. franç. dermat. et syph. 63 :323-324 (May 3) 
1956. 

6. Ingram, J. T.: Pityriasis Lichenoides and 
Parapsoriasis, Brit. J. Dermat. 65 :293-299 (Sept.) 
1953. 

7. Winkelmann, R. K.: Clinical and Pathologic 
Findings in the Skin in Anaphylactoid Purpura 
(Allergic Angiitis), Proc. Staff Meet. Mayo Clin. 
33 :277-288 (May 28) 1958. 


63/515 


Macular Atrophy Following Infection 


Report of a Case 


RICHARD J. FERRARA, M.D., Grosse Pointe Woods, Mich. 


In 1891, Schweninger and Buzzi? origi- 
nally described macular atrophy under the 
title, Multiple Benign Tumor-like New 
Growths of the Skin. Since then, the few 
and isolated case reports of the condition 
have failed to bring forth any substantial 
evidence of etiologic relationship. The 
clinical features of the various reported 
cases of macular atrophy are strikingly 
similar to the classic description of 
Schweninger and Buzzi.' Combes * and 
later Chargin and Silver * showed that both 
primary and secondary macular atrophy 
have a similar histologic picture and sug- 
gested that toxic substances, whatever their 
nature, may be assumed to play a role in 
the production of the degenerative process. 
Scull and Nomland* believed that second- 
ary macular atrophy, irrespective of the 
causative disease, occurs subsequent to a 
subclinical destruction of the elastic tissue 
in the upper dermis by an inflammatory 
infiltrate. Butterworth ® reported a case of 
primary macular atrophy in which he sug- 
gested the possibility that a low-grade infec- 
tion may be related in some way to the 
macular atrophy. 

The following case may show a possible 
etiologic relationship in primary macular 
atrophy, and it appears to be solely a 
cutaneous involvement. | 


Report of Case 


History —A white youth, aged 18 years, first 
noticed the development of papules and tumor-like 
lesions over the trunk, shoulders, arms, neck, and 
lower face in January, 1956. The onset was rather 
_ sudden, and subsequently new lesions gradually 


Submitted for publication Sept. 23, 1958. 
From the Department of Dermatology, Wayne 
State University College of Medicine, Detroit. 


64/516 


developed. The older lesions became flattened 
after several weeks, and some eventually became 
depressed, scar-like areas. The condition was 
asymptomatic. 

Immediately before the onset of this condition 
the patient had an acute tonsillitis for which he 
was hospitalized. He had also had chronic, re- 
current abscesses of the teeth and gums since 
October, 1955. 

He had always been in good general health, and 
there was no history of any antecedent skin erup- 
tion. As a child he had measles, chickenpox, and 
scarlet fever. Family history was noncontributory 
and his parents were living and well. 


Physical Examination.—The patient was first ex- 
amined in March, 1956. He was a well-developed, 
muscular, white youth, appearing mentally alert and 
in good health. The height was 69 in., and the 
weight, 180 Ib. The temperature ranged from 
982 F to 99.0 F. The pulse varied between 70 and 
80 per minute, and respirations were 14 per min- 
ute. The blood pressure was 110 systolic and 78 
diastolic. A complete physical examination re- 
vealed normal findings except for the skin findings 
and oral pathology. Ophthalmologic consultations 
reported normal vision and no evidence of disturb- 
ance of the elastic tissue in the choroids of the eyes. 


Oral Examination and Dental Consultation: 
Chronic hypertrophic gingivitis and multiple 
gingival abscesses were present on the left lower 
jaw. Dental x-ray films showed two apical ab- 
scesses involving both left lower molar teeth. 

Examination of the Skin: There were multiple 
bean-to-coin-sized lesions distributed in the skin 
lines of cleavage over the trunk, shoulders, arms, 
neck, and lower face. The more recent lesions 
were bluish white papules and nodules, rubbery in 
consistency, and elevated above the skin surface, and 
a faint erythema with fine telangiectasia could be 
detected in some of them. There was no apparent 
change in the overlying epidermis. The older le- 
sions were more flaccid, bladder-like protrusions, 
and the overlying epidermis appeared atrophic, 
white, and wrinkled. With the tip of the finger, 
many of the older lesions could be inverted below 
the surface of the skin. The protrusion reappeared 
like a ventral hernia when the finger was released. 
A few of the old lesions had involuted, leaving 
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flaccid, depressed scars (macular atrophy). These 
were pronounced over the neck and trunk. 

Laboratory Studies——Laboratory tests findings 
were all within normal limits. Urinalysis was 
normal in gross, microscopic, and chemical studies. 
The blood count revealed 4,500,000 red cells per 
cubic millimeter, with 14.8 gm. of hemoglobin 
per 100 cc. The hematocrit was 46%. There were 
8,100 white cells, of which 66% were polymorpho- 
nuclears, 32% lymphocytes, and 2% eosinophils. 
The sedimentation rate was 18 mm. per hour. Re- 
peated blood Wassermann and Kahn tests were 
negative. Liver-function tests revealed normal re- 
sults and included the cephalin flocculation, sulfo- 
bromophthalein excretion, and thymol turbidity 
tests. The alkaline phosphotase was 3.18 U. ( Bod- 
ansky ), and the total serum proteins were 8.05 gm., 
with 4.25 gm. of albumin and 3.81 gm. of globulin 
per 100 cc. Blood urea nitrogen was 19.5 mg. per 
100 cc., and the fasting blood glucose was 106 mg. 
per 100 cc. (Folin-Wu). Serum calcium was 5.3 
mEq., and serum phosphorus was 2.0 mEq. per 
liter. The roentgen examination of the chest gave 
no evidence of tuberculosis or other pathologic 
condition. Mantoux tests, performed with dosages 
of 0.01 and 0.1 of old tuberculin, gave no reaction. 
Electrocardiogram readings were normal. Bacterio- 
logic and culture studies of the gingival abscesses 
and apical abscesses revealed Streptococcus viridans 
not sensitive to penicillin and sensitive to oxytetra- 
cycline, chloramphenicol, erythromycin, and baci- 
tracin. 

Histologic Examinations—A muscle biopsy was 
performed on the left gastrocnemius muscle. His- 
tologic examination revealed normal muscle and 
blood vessels, with no evidence of elastic tissue 
alteration. The skin biopsy was a complete exci- 
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sion of an early lesion on the abdomen. The tissue 
was stained with Weigert’s stain. The epidermis 
was slightly thinner over the lesion, and there was 
some flattening of the rete pegs. Fragmenta- 
tion and disappearance of elastic tissue were noted 
throughout the dermis of the lesion. Collagen tis- 
sue appeared more delicate but was otherwise un- 
affected. There was no evidence of edema, and 
there was only slight evidence of round-cell in- 
filtration about blood vessels and glands of the 
skin. 

Clinical Course—The patient was followed for 
two years and was examined monthly. The in- 
fected teeth were extracted and the gingival ab- 
scesses were incised and drained in May, 1956. 
Oxytetracycline was administered in the dosage 
of 250 mg. q. i. d. for 10 days prior to dental 
surgery and for 10 days afterward. All of the oral 
infection was eradicated, and the patient had no 
evidence of oral infection thereafter, New lesions 
continued to appear until July, 1956. Thereafter, 
there was no evidence of the development of the 
characteristic early lesions, but the preexisting 
lesions continued to involute and become more 
pronounced as the macular atrophy progressed. 
The characteristic phenomena of herniation de- 
veloped in most of the preexisting lesions, Older 
lesions gradually became depressed below the sur- 
face of the skin. The patient thought he was 
developing more lesions because the preexisting 
early lesions, which. at first were unnoticeable, 
became more prominent. The total number of le- 
sions, over 200, had not increased in number after 
July, 1956. 

Comment 

This case is presented primarily because 

of its rarity and the paucity of reports in 


Fig. 1—Typical distri- 
bution of lesion along 
skin lines of cleavage. 
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Fig. 2.—Weigert prepa- 
ration illustrating frag- 
mentation and scarcity of 
elastic tissue in the dermis 
of the lesion. 


the literature. The possibility of bacterial 
foci of infection being the etiology in 
primary macular atrophy has not been given 
more than speculation. The development of 
this condition during the course of an ac- 
tive, chronic S. viridans infection of the 
teeth and gums and also after an episode 
of acute tonsillitis might possibly implicate 
a bacterial etiology. The fact that new 
lesions failed to develop after the oral focus 
of infection was completely eradicated 
would also favor this as the etiologic agent. 


It is known that many infections may 
have a damaging influence on the cutaneous 
elastic tissue, and this may be manifested in 
the development of striae during the course 
of the illness. These infections include 
diseases such as typhoid fever, dysentery, 
paratyphoid, typhus, rheumatic fever, 
leprosy, syphilis, and other infections. It 
is conceivable that bacteria or their products 
could produce focal degeneration of the 
elastic tissue in the skin, thus producing 
the lesions of multiple benign tumor-like 
new growths of the skin. There is doubt 
whether there are any clinical differences 
between primary and secondary macular 
atrophy. The histologic pictures, in either 
condition, are similar. For these reasons 
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it is probable that macular atrophy is always 


secondary to some underlying disease, 
which liberates a toxin capable of producing 
focal cutaneous elastic tissue degeneration. 


Previous reports have made no mention 
of normal findings in the elastic tissue of 
the choroids and arteries in muscle. It 
appears that this condition is purely a 
cutaneous alteration in the elastic tissue, 
with no evidence that the elastic tissue in 
other organs is involved. 


20323 Mack Ave. (36). 
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Lichen Myxedematosus (Papular Mucinosis 


Dalton and Sidell) 


Report of an Additional Case 


SAMUEL J. ZAKON, M.D.; J. HARVEY JOHNSON, M.D., and HENRY GRINVALSKY, M.D., Chicago 


Lichen myxedematosus (papular mu- 
cinosus) is a relatively uncommon disease. 
Since Dalton presented the first American 
case of lichen myxedematosus at the Der- 
matological Conference of the Mississippi 
Valley and Central States Dermatological 
Association on Feb. 9, 1941,1 a few ad- 
ditional cases were reported in the American 
literature.** In the European literature one 
encounters but rarely studies on lichen 
myxedematosus.** Hence, the report of an 
additional case of lichen myxedematosus 
observed by us in the summer of 1957 is 
deemed worthy of publication. 


Report of Case 


A 55-year-old white widow whose occupation 
was that of office cleaning developed a skin erup- 
tion on the dorsa of the hands and wrists in the 
fall of 1956. The eruption then spread to involve 
the skin of the forearms, arms, thighs, knees, and 
sternum. The affected regions then became coarse, 
rough, thickened, and red. She complained of per- 
sistent burning and itching. During the ensuing 
winter, she noticed that her fingers would turn 
blue and feel numb when exposed to cold. This 
was localized to the distal two phalanges of the 
fingers of both hands. On warming, the color 
and sensation returned to normal. After the onset 
of her skin eruption she became somewhat nervous 
and worried, slept and ate poorly, and lost about 
20 lb. in weight. She had received occasional 
therapy for hypertension over the previous 12 
years. Obesity had been present for over 25 years, 
and her eyes had been prominent since early 
childhood. She denied any other serious illness. 


Submitted for publication Aug. 1, 1958. 
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General physical examination revealed an obese 
white woman, weight 186 lb., pulse 80, and 
blood pressure 164/98. The eyes were prominent, 
but there was no perceptible widening of the 
palpebral fissure and no lid lag. The mucous 
membranes of the mouth had a pebbly appearance. 
A left inguinal hernia of many years’ duration was 
present. The reflexes were physiological, and there 
was no tremor of either hands or tongue. The 
remainder of the general examination was negative. 
Examination of the skin revealed the primary 
lesion to be an irregular flat papule 3 to 6 mm. in 
diameter. Coalescence had produced an extensive 
lichenoid eruption involving the hands, wrists, fore- 
arms, arms, thighs, knees, and sternal region. A 
definite linear distribution of the papules was 
present. Color in the affected areas varied from 
red to yellow, and on diascopy the papules were 
yellow-white. The involved areas presented the 
sensation of thickening of the epidermis, but there 
was no resistance or hidebound feeling on palpation. 
Despite the redness, there was no sensation of 
increased heat, and there was no pitting. 

Laboratory Studies—The results of routine uri- 
nalysis, blood cell count, serologic test for syphilis, 
and chest x-ray were all normal or negative, A 
basal metabolism test showed a +30 and +27 
reading. 

Biopsy specimens of skin removed from the 
region of the left thigh were studied by one of 
us (H. GY. 

Histopathologic and Histochemical Studies. — 
Sections of the skin from the thigh revealed mild 
hyperkeratosis and mild to moderate acanthosis. 
The epidermis was irregularly elevated by edema 
and focal proliferations of fibroblasts concentrated 
principally about superficial ectatic capillaries. 
These focal aggregates effaced rete pegs. 

Elsewhere in the superficial corium ectatic capil- 
laries were associated with a mild perivascular 
inflammatory reaction, consisting principally of 
lymphocytes and monocytes. The basal layer of the 
epidermis was focally hyperpigmented, and an oc- 
casional melanophore was present in the subjacent 
corium. The collageneous fibers of the mid and 
deep corium were separated by edema spaces which 
contained a faintly basophilic, granular coagulum. 
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In mucicarmine preparations the granular coagulum 
stained with a pale rose tint. When acid mucopoly- 
saccharide technique of Rinehart and Abul-Haj ” 
was applied to preparations, the granular coagulum 
gave a strong and sharply contrasting positive 
reaction which disappeared in sections subjected to 
hyaluronidase digestion prior to staining. An 
equivocal mucicarminophilia was present in the 
edematous, fibroblastic foci in the superficial 
corium, and there was no positive response to the 
acid mucopolysaccharide stain. Giemsa preparations 
revealed no notable increase of mast cells. 
Discussion of Histopathologic Features.— The 
histopathologic features of the case herein reported 
appear similar to those described in Case 3 re- 
ported by Montgomery and Underwood.’ In their 


case the superficial edematous papules failed to 


reveal the presence of mucicarminophilia, while 
mucin appeared to be distributed diffusedly through- 
out most of the cutis. The results of the Hotchkiss 
and McManus stains were indeterminate. In other 
reported cases of lichen myxedematosus, the dem- 
onstration of mucicarminophilic material has been 
difficult or equivocal, and the use of a strong solu- 
tion of mucicarmine, preferably without counter- 
stain, has been advocated by Montgomery. The 
crisp and unequivocal reaction obtained by the use 
of the Rinehart and Abul-Haj acid mucopoly- 
saccharide stain may prove useful in evaluating 
other cases of the myxedematous (mucoid) states. 
The disappearance of the positive reaction after 
hyaluronidase digestion in our case lends some 
support to the proposal that the edema in lichen 
myxedematosus is related to an increase in hy- 
aluronic acid. 


Comment 


Since the comprehensive reviews in 1953 
by Dalton and Seidell,* and by Mont- 
gomery and Underwood,* little has been 
added to our present knowledge. The latter 
authors reported three cases in detail and 
presented brief reports of several other 
cases. Clinically, lichen myxedematosus must 
be distinguished from scleroderma, neuro- 
dermatitis, lichen ruber moniliformis, myx- 
edema, amyloidosis, lichenoid tuberculids, 
and other lichenoid eruptions. 

There were several clinical points of 
similarity between our case and previously 
reported cases in that the initial lesions ap- 
peared on the dorsa of the hands and 
wrists: there was laboratory evidence of 
elevated basal metabolic rate without clinical 
evidence of hyperthyroidism, and there was 
a history of Raynaud’s phenomenon. 
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Despite the fact that there has been con- 
siderable research on the metabolism of 
mucopolysaccharides, until now there have 
been no definite conclusions as to the 
etiology and pathogenesis of lichen myx- 
edematosus. The most generally accepted 
theoretical explanation is that the mucinous 
edema is due to the edema-producing action 
of the thyroid-stimulating hormone secreted 
by the anterior pituitary gland. Tappeiner * 
found abnormal serum-globulin values in a 
case of lichen myxedematosus in which the 
liver was enlarged, and studies indicated 
disturbed liver function. In his case, also, 
the B. M. R. was elevated, but clinical find- 
ings did not substantiate the diagnosis of 
hyperthyroidism, Tappeiner * postulated that 
new protein-like mucoid substances were 
formed and deposited in the walls of smaller 
vessels, thus causing slowing of circulation, 
with extravasation into the tissues resulting 
in the precipitation of mucoid substances. 
The most extensively studied case of lichen 
myxedematosus in the literature is one of 
those reported by Dalton and Seidell.? 
Electrophoretic studies of serum proteins 
in this case revealed decreased albumin and 
increased globulin values. However, a com- 
plete liver profile failed to explain these 
abnormalities. Tappeiner’s® case showed 
similar electrophoretic studies. Tappeiner’s $ 
hypothesis of the pathogenesis has some 
credence in view of the autopsy findings in 
a case of lichen myxedematosus reported 
by McCuistion and Schoch. In this report, 
the tissues studied were from a case diag- 
nosed as lichen myxedematosus by Mont- 
gomery and Underwood in 1950. The most 
significant findings were those of deposition 
of mucin, mainly in the skin, but also in 
the various layers of the blood vessels and 
in the perivascular connective tissue of the 
heart, kidney, pancreas, and adrenal gland. 
Deposits of mucin were not found in the 
brain, thyroid, lymph nodes, lungs, liver, 
or gallbladder. Montgomery had previously 
reported that postmortem examination in one 
of his cases failed to reveal any evidence 
of myxedematous change in any of the 
internal organs. 
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Fig. 1—Clinical photo demonstrating numer- Fig. 2.—Ectatic capillaries in the superficial 

ous discrete or coalescing flat papules on the corium are surrounded by edema separating pro- 

knee and leg. liferating fibroblasts. Mayer mucicarmine stain: 
reduced 4 from mag. X 96. 





Fig. 3—A mild perivascular inflammatory re- fibers separated by edema 
action consists of lymphocytes and monocytes in and the spaces contain a mucicarminophilic gran- 
the upper corium. Giemsa stain; reduced % from ular coagulum. Mucicarmine stain; reduced 1% 
mag. X 96. from mag. X 120. 
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Fig. 5—Collagenous fibers separated by edema Fig. 6.—Disappearance of mucopolysaccharide 
spaces containing strongly positive mucopoly- after hyaluronidase digestion. Rinehart-Abul 
saccharide. Rinehart-Abul Haj acid mucopoly- Haj acid mucopolysaccharide stain; reduced % 
saccharide stain; reduced 1% from mag. x 120. from mag. x 120. 
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Concerning the theoretical explanation 
that lichen myxedematosus either is due to 
an imbalance of hyaluronidase and hyalu- 
ronic acid or that a blocking agent to 
hyaluronidase exists, it may be stated that 
hyaluronidase has not been conclusively 
demonstrated to occur in the mammal in 
locations other than in the testicular tissues. 
It is presumed that other enzyme systems 
are concerned with the synthesis and break- 
down of mucopolysaccharides, but their 
exact nature is as yet unknown."! 


Conclusions and Summary 


Lichen myxedematosus is an uncommon 
disease. While the histopathology in all of 
the mucoid diseases is characterized by ex- 
cess accumulation of mucin, the differentia- 
tion from myxedema and from pretibial 
myxedema is made on the basis of absence 
of thyroid and other endocrine disease. 
Clinical diagnosis without histopathologic 
studies is practically impossible. The use of 
the AMP stain as described not only is 
effective but allows unmistakable interpreta- 
tion. 

A case of lichen myxedematosus is re- 
corded with a brief discussion of current 
literature. 


1 N. Pulaski Road (24). 
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The Pathogenesis of Superficial Fungous Infections in 


Cultured Human Skin 


HARVEY BLANK, M.D.; SEICHIRO SAGAMI, M.D.; CAROLYN BOYD, M.S., and FRANK J. ROTH Jr., Ph.D., 


Miami, Fla. 


In a living host the selectivity of derma- 
tophytes for the keratin-containing dead 
outer structures of the skin is so extreme 
as to engender the terms keratinophilic and 
necrophilic for these organisms. The pres- 
ent study provides data to suggest that there 
are humoral factors which ordinarily bar 
invasion by dermatophytes but that under 
appropriate circumstances the organisms 
will readily invade living nonkeratinous 
skin. 

The superficial habitat of the ringworm 
fungi is not a result of favorable nutri- 
tional factors in the keratinous layers. In 
the test tube, dermatophytes grow as vigor- 
ously in other media as they do in one 
containing only keratinous materials, such 
as powdered callus, or hair or nail clippings. 
Jacobs and Lorincz found little difference 
between growth of dermatophytes on the 
corium side or the cornified side of buttons 
of excised and killed human skin.’* None- 
theless, even when the organisms gain en- 
trance through a follicle into the deeper 
tissues, as in the nodular granulomatous 
perifolliculitis recently elucidated by Wil- 
son et al.,°° the dermatophytes fail to be- 
come truly invasive. Newcomer et al.*° 
showed that they would grow deep inside 
the body within a “granuloma pouch,” but 
even here penetration and spread to other 
viable tissues did not occur. Thirty years 
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ago, Jadassohn and Sulzberger * found that 
although the dermatophytes remained. viable 
and pathogenic for long periods in organs 
and body fluids of living animals, they 
would multiply and propagate only in dead 
tissue, namely, the stratum corneum, hairs, 
and nails. 

It would seem that some host factor con- 
fines the dermatophytes to their superficial 
position. From observing the sharp limit of 
penetration of hyphae into growing hair, 
Kligman postulated the presence of a 
determinant biochemical substance acting as 
an inhibitor. Just a year ago, Lorincz et 
al.!® reported that fresh human serum con- 
tained a factor which would prevent the 
growth of dermatophytes within a dialysis 
membrane suspended in the serum, They 
postulated that such a factor could prevent 
invasion of the fungi below the epithelial 
“barrier” of the skin. That human serum 
had a fungistatic effect was suggested in a 
number of earlier studies: Jessner and 
Hoffmann," in 1924; Ayres and Anderson,’ 
in 1934, and Peck, Rosenfeld, and Glick,?* 
in 1940. This earlier work was unknown to 
us at the time our own interest in the prob- 
lem was excited by finding that dermato- 
phytes did not thrive on a tissue-culture 
medium (Fig. 1). The agar medium we 
were using contained all nutrients necessary 
for the growth of the most fastidious micro- 
organisms or animal cells, and it seemed 
paradoxical that the omnivorous fungi 
would not grow well. Further studies soon 
demonstrated that the human serum com- 
ponent was responsible for the inhibition. 
In another report details of the serologic 
studies of the direct effect of serum against 
dermatophytes and in vitro are presented 
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Fig. 1—A, histologic 
section of maycelial pellet 
of T. rubrum on Sabou- 
raud’s agar at 35 C for 
40 hours. B, same as A 
but 80% normal human 
serum agar. Both surface 
spread and mycelial in- 
vasion are reduced. 


(Roth et al.?4). In the present paper we are 
reporting observations on the way serum 
antifungal activity manifests itself against 
dermatophyte infections in organ cultures 
of full-thickness human skin. 

There have been attempts to study fungi 
in ordinary single-layered cell cultures of 
human skin (Hu et al.!!), but the results 
do not simulate human infection. It was 
felt that if thin but full-thickness sheets of 
skin could be grown in the laboratory on 
the surface of nutrient media with their 
outer epidermal surface exposed to the air, 
infection might mimic that in the living 
host. . The embryologists have been using 
such techniques with fetal tissues for many 
years. Fell and Robison 8 used the surface 
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of naturally clotted media in concave watch 
glasses; Spratt? used agar media, and re- 
cently Chen further simplified the tech- 
nique of surface culture of fetal organs by 
growing them on the surface of lens paper 
floating on a nutrient medium. We per- 
formed a number of experiments with these 
methods (Fig. 2) as well as with various 
fabrics ** or a Milipore membrane ! floating 
on media and with skin on the surface of a 
small piece of sponge partly submerged in 
the medium.'* Although all methods were 
used with considerable success, the most 
convenient and regularly reliable were the 
lens-paper or the agar methods, which are 
described as modified in our laboratory. 
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Materials and Methods 


The normal human skin that was used ior most 


experiments was the prepuce obtained at circum- 
cision of newborn infants. Naturally infected skin 
was obtained from adults by surgical excision of a 
clinically typical lesion. Prior to use, the specimens 
were stored at 4C, thoroughly wetted but not float- 
ing in Hank’s solution containing 1.0% glucose and 
500ug. neomycin and 500 units of bacitracin per 
milliliter. These antibiotics were used because 
staphylococcal contamination with organisms re- 
sistant to penicillin and streptomycin were fre- 
quently encountered early in the work. Studies by 
Cruickshank and Lowbury® and by Hu et al.” 


have shown neomycin and bacitracin to be ni mtoxic 
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Fig. 2.—A, a pellet inoc- 
ulum of fungus on a thin 
sheet of skin on an agar 
medium. B, a pellet inocu- 
lum of fungus on a thin 
sheet of skin on lens paper 
covering the well of liquid 
medium. 


at the concentrations chosen. Whenever possible 
the skin was used within 24 hours or less of its 
removal. All specimens were prepared by putting 
pieces of full-thickness skin approximately 1 cm. 
square into a cold-sterilized Stadie-Riggs micro- 
tome and slicing off, parallel to the surface of 
the skin, a top layer less than 0.5 mm. thick, which 
consists of the epidermis and a thin layer of dermis. 
This sheet of viable skin was immediately placed 
that the 


on the appropriate medium, taking care 


dermal side was down and that the specimen was 

flat and completely in contact with the substrate. 
Both liquid and agar media were used. The liquid 

media were contained in a microculture slide with 


a straight-wall concavity of 0.5 ml. capacity. When 
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full, a small square of lens paper covered the 
opening and was in contact with the fluid without 
air bubbles. The lens paper was treated in three 
ether, three absolute alcohol, and five distilled water 
washes for one hour each before autoclaving and 
positioning. The thin sheet of skin was placed on 
the paper, made translucent by the underlying fluid, 
but care was taken to prevent a pool of medium 
forming around the skin. The slides were incubated 
in covered sterile Petri dishes. 

The agar media were made by adding appropriate 
solutions and sera to 4% agar in distilled water 
that had been melted by heating but was cooled to 
45 C as the other ingredients were added. The 
media containing a final 1% agar were poured into 
small (60 mm.) Petri dishes, and the skin was 
positioned on the surface after the agar had 
hardened. 

The media used varied in different experiments. 
The diluent throughout, however, was Hank’s 
balanced salt solution. Concentrations were planned 
so that the final dilutions resulted in the usual 
concentration of salts plus 1.0% glucose and 
neomycin, 250ug. per milliliter, and bacitracin, 100 
units per milliliter. Instead of bicarbonate, tris 
(hydroxymethyl aminomethane), 2.0 mg. per milli- 
liter, was used as the buffer, as described by Swim 
and Parker.” The pH was approximately 7.2-7.4. 
Incubation was at 35 C, as being nearer normal 
skin temperature than the usual 37 C. In the incu- 
bator the agar or the slide-containing Petri dishes 
were stacked in the copper cans used for this 
purpose, with the openings closed to reduce evapora- 
tion. In some experiments the skin sheets were 
moved to fresh slides or to new areas of agar at 
varying intervals without difficulty. 

The fungi used to inoculate the skin were in the 
form of tiny pellets, similar to those described by 


Fig. 3.— Section of 
human prepuce after 
growing on agar medium 
(changed three times =< 
week) for 21 days. The 
looser dermis is easily 
distinguished from the 
epidermis, which contains 
a mitotic figure. 
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Raubitschek.* One of the pellets was put in the 
center of the planted skin after the skin had been 
in place and incubated for two hours. The pellets 
were prepared by inoculating flasks containing 
Sabouraud’s broth plus 0.5% yeast extract with 
material from fresh slants of Trichophyton rubrum 
or Trichophyton mentagrophytes. After one week 
of incubation. at room temperature on a gyrorotary 
shaker, the pellets were removed and stored in a 
refrigerator to be used within several days. 

After suitable incubation the skin was removed 
from the agar or paper and fixed in chromic acid 
Bouin’s solution. Paraffin sections were stained 
with various combinations of the periodic acid- 
Schiff stain plus hematoxylin plus metanil yellow. 
Usually all three were used on the same slide, and 
this combination, which is essentially the “Gridley 
fungus stain,” is to be recommended because it 
shows not only the fungal elements but also good 
nuclear and cell detail. 


Results 

More than 500 pieces of skin have been 
grown on a wide range of media and by 
many techniques. As Blank et al.4 had 
demonstrated earlier on the chick embryo 
chorioallantois, the prepuce provides a par- 
ticularly useful source of human skin for 
organ culture, but skin from adults will also 
grow with ease. In histologic sections of 
cultured skin it is immediately apparent 
whether the tissue is alive or not (Fig, 3). 
Dead cells do not take the stains, especially 
hematoxylin; the nuclei are pyknotic, de- 
generated, or absent, and the general archi- 
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, 
tecture, including cell outlines, becomes 
indistinct (Fig. 9). In our studies it was 
unusual to find skin which did not grow 
well. Frequently, however, certain areas in 
a piece would do better than others. It was 
common for the stratum mucosum, usually 
the outermost layers, to degenerate, but 
almost invariably a new stratified epidermis 
promptly re-formed under it. Dermal ele- 
ments, including fibroblasts, blood vessels, 
and the epidermal appendages, seem to sur- 
vive. The sweat glands grow particularly 
well. Mitoses could be found in varying 
numbers in the epidermis even after four 
weeks of continuous culture in vitro. Be- 
cause of the particular problem under in- 
vestigation, most tissues were fixed after 48 
or 72 hours, but the technique can be rec- 
ommended for longer periods, moving the 
skin to fresh media at 48- or 72-hour in- 
tervals. 

When the pellets of fungi, which consist 
of a round mass of mycelia, are planted 
directly onto Sabouraud’s agar they grow 
rapidly, spreading over the surface and into 
the medium, as reported by Lewis and Hop- 
per 18 (Fig. 14). On a nutrient agar con- 
taining 50% or more of serum, the pellets 
remain stationary, and only slowly begin to 
grow after several days, in spite of the 
large size of the mycelial inoculum and the 
presence of necessary nutrients ( Fig. 1B). 
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To determine the potential for growth of 
fungi present in a typical clinical lesion of 
tinea, thin sheets of surgically removed 
pieces of infected skin were planted on the 
surface of Sabouraud’s agar. The sparse 
mycelia, limited to the stratum corneum in 
the specimen fixed at the time of biopsy 
(Fig. 4), is in sharp contrast to the profuse 
fungal growth, with invasion of epidermis 
and dermis, which occurs aiter 48 hours’ 
incubation outside of the body (Fig. 5). 
These results were found consistently. It 
was noticed that the skin seemed to do 
surprisingly well growing on ordinary 
Sabouraud’s agar, especially the epidermis 
nearest the profuse fungal growth. Al- 
though there was some suggestion of acan- 
tholysis of the epithelial cells, possibly from 
proteolytic enzyme action, as reported by 
Cruickshank and Trotter,’ the epidermal 
cells with their nuclei are viable and un- 
dergo multiplication, as indicated by the 
mitosis in Figure 6. 

To produce experimental infections of 
the cultured skin, the tiny pellets of fungi, 
as described above, were especially useful. 
They permitted an initial infection, limited 
to the center of the surface of the piece of 
skin without danger of immediate con- 
tamination of the sides or undersurface of 
the tissue, as might occur with a liquid 
inoculum of suspended fungal elements. In 


Fig. 4—Biopsy speci- 
men of tinea circinata 
caused by T. rubrum. The 
mycelia characteristically 
are limited to the stratum 
corneum. 


Vol. 79, May, 1959 


PATHOGENESIS OF FUNGOUS INFECTIONS 


Fig. 5.—A, section of 
same tissue as in Figure 1, 
but fixed after 96 hours’ 
incubation on Sabouraud’s 
agar. The mycelia have 
multiplied profusely, in- 
vading the living epi- 
dermis and dermis. B, 
high-power view of A, 
showing epithelial inva- 


sion. 





the experiments to study the role of serum mum, Iasily recognized invasion occurs in 
factors in cutaneous fungal growth it was two days, but longer periods of growth tend 
found that 48 hours’ incubation was opti- to obscure the effects. The inhibition, as 
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Fig. 6.—Oil-immersion ; n% 
view of histologic section . 
of tissue, prepared as in 
Figure 5 but incubated 
only 48 hours on Sa- 
bouraud’s agar. The my- 
celia above and below the 
mitotic figure illustrate 
active invasion of living 
epithelium by T. rubrum 
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Fig. 7.—A, section of 
skin fungal pellet 
inoculum (T. rubrum) 
after 48 hours’ incubation 


with 


on human serum medium. 
The mycelia have spread 
through the stratum cor- 
neum but have not invaded 
deeper. B, higher-power 
view of edge of A, show- 
ing mycelial growth which 
is practically indistin- 
guishable at this site from 
natural human infection. 
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Results of Experiments 
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Lorincz et al.'* found in their experiments, 
is fungistatic, not fungicidal, and eventually 
with continued incubation the large inocula 
grow out. 

The growth of the dermatophytes was 
determined microscopically by examination 
of multiple histologic sections taken through 
the pellet and underlying skin, Usually the 
results were recorded without knowledge 
of the experimental protocol to minimize 
human bias. The sections were read in- 
dependently by two observers. With a little 
experience the depth of invasion could be 
determined with accuracy. It was 
found that the mycelia at the periphery of 


soon 


Fig. 9.— Section of 
biopsy specimen of tinea 
circinata 
rubrum, incubated on 
100% human 
48 hours. Photo taken in 
an area of necrotic epithe- 
lium. Mycelial prolifera- 
tion is evident at the top, 
but invasion of the epithe- 
lium by fungus has been 
retarded. 


caused by T. 


serum for 
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Fig, 8.—Similar prepa- 
ration as in Figure 7, but 
the fungal species is 
T. mentagrophytes. The 
granules in the epidermis 
are periodic acid-Schiff 
(PAS)-positive glycogen. 


the pellet had the greatest capacity to in- 
vade, and these areas were especially 
scrutinized in every section (about 10) on 
every slide. To record the results it was 
found convenient to establish arbitrary de- 
grees of invasion. Only one mycelium 
found invading was indicated by +; sev- 
eral, by +; moderate number, by ++; 
profuse, by +++. The results of many 
experiments are summarized in the Table. 
All experiments were performed in dupli- 
cate and were repeated at different times. 
Some materials, such as the effect of 100% 
normal human serum on invasion by T. 


mentagrophytes, were tested eight different 
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Fig. 10.— Section of 
tissue prepared as in 
Figure 9 but grown on 
liquid medium containing 
purified serum fractions : 
albumin, 3%, II and III, 
1%, IV, 1%. Rapid in- 
vasion of living epithe- 
lium and dermis by 
mycelia is evident. 





Fig. H. — A, similar 
preparation as in Figures 
7 and 8, but 5% y-globulin 
has replaced the human 
serum in the agar medium. 
There is marked invasion 
of all layers of epidermis 
and dermis by the mycelia. 
B, high-power view of 
mycelia invading seba- 
ceous gland and hair fol- 
licle in dermis otf A. 
( Sebaceous glands and 
lanugo hairs are surpris- 
ingly common in the pre- 
putial skin.) 
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times over a period of many months to be 
certain that the results were consistent and 
reliable. 

These experiments appear to have dem- 
onstrated that dermatophytes are prevented 
from invading the living epidermis and 
dermis by the fungistatic effect of normal 
serum (Figs. 7, 8, and 9). Decreasing con- 
centrations of the serum permit deeper in- 
vasion. Of interest was the greater 
invasiveness of T. rubrum, as compared 
with T. mentagrophytes, for the same situa- 
tion obtains in the living host (Wilson et 
al.8°). Silva suggests that it may result 
from the greater tolerance of T. rubrum 
for hydroxyproline.** It contrasts with the 
report of Ajello and Georg? that hair sus- 
pended in water will be invaded by T. 
mentagrophytes but not by T. rubrum. Al- 
though theirs is a valuable test for identifi- 
cation, it does not simulate the usual 
host-parasite relationship. 

In an attempt to gain information on the 
nature of the fungistatic material, sera were 
tested after dialysis against the Hank’s 
solution as described and also after heating 
to 56 C in a water bath for 30 minutes. 
Both procedures reduced the fungistatic 
effect, but neither destroyed it completely. 
Protein fractions, including y-globulin, 
serum albumin, Cohen Fractions II, III, 
and IV, and fibrinogen, were each tested in 
a 5% concentration in Hank’s solution and 
in combinations but showed no inhibitory 
activity. (Figs. 10 and 11 provide additional 
examples of typical invasion in the absence 
of the inhibitory serum factor. ) 


Comment 


In recent years a number of investigators 
have produced evidence throwing doubt on 
the concept of keratinophilia of dermato- 
phytes in the sense that they grow in this 
material by their own selection or metabolic 
choice. The idea that they are necrophilic 
and will multiply only in dead tissue also 
has been contested and defended.1® From 
our studies, which are summarized in this 
report, ‘it seems evident that both of these 
terms are probably misleading. The Greek 
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philein means “to love.” The dermatophytes 
do not “love” keratin or dead tissue, rather 
it seems that they can multiply only in such 
tissues where they are out of the reach of 
the inhibitory substances normally present 
in serum and presumably also in all intact 
living moist tissues, 

We would heartily endorse Wilson’s 29 
thesis that further study of the host factors 
is likely to be a very rewarding direction 
of mycologic research. By manipulating the 
tissue milieu in which the fungi grow it 
may become possible to understand and 
affect the factors which result in clinical 
resistance and susceptibility to disease. 

Some progress is being made in similar 
studies with bacterial infections. Ho and 
Kass have reported recently a protective 
activity in normal sera against bacterial en- 
dotoxins.® Their factor, which seemed to be 
an enzyme, was found in Fractions II and 
ITT, in contrast to the antidermatophyte ac- 
tivity which is absent in these prepared 
fractions. The existence of multiple natural 
protective factors in serum is illustrated 
further by our studies, being reported else- 
where, which suggest that the serum anti- 
fungal effect against dermatophyte fungi 
and the yeast Candida albicans are not 
identical.?3 


Summary 


Human skin, both newborn and adult, can 
be grown with ease as an organized tissue 
on the surface of agar media or on lens- 
paper-covered liquid media. 

Infection of such skin with the dermato- 
phytes, Trichophyton mentagrophytes or 
Trichophyton rubrum, simulates natural hu- 
man infection. 

The precise localization of dermatophytic 
infections to dead outer keratinized struc- 
tures in a living host apparently results 
from the fungistatic effect of serum. 

The superficial fungi are unable to invade 
living tissue if it contains the factors pres- 
ent in normal human serum. If the serum 
factors are absent, however, the mycelia 
readily invade all layers and structures of 
living skin, 
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The substances which produce fungistasis 
are not yet known. Neither y-globulin nor 
other protein fractions, such as albumin and 
Fractions II and III or IV, seem to possess 
such activity. 

Dialysis and heating (56 C) diminish the 
antifungal activity of serum when tested in 
infected organ cultures. 

The grant of the Council on Drugs of the 
American Medical Association aided in the purchase 
of a microtome; Dr. Frank H. Clarke, of Lederle 
Laboratories Division, American Cyanamid Com- 
pany, and Dr. Benjamin E. Sanders, of Merck 
Sharpe & Dohme, furnished protein fractions. 


University of Miami School of Medicine, Jackson 
Memorial Hospital (36). 
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The Treatment of Pruritus in Hodgkin’s Disease 


with Demecoleine (Colcemid) 


Report of a Case 


CMDR. SAMUEL L. MOSCHELLA (MC) and LT. CMDR. 


Pruritus is a well-recognized manifesta- 
tion of Hodgkin’s disease. It is present in 
about 20% 1 of the cases and usually fol- 
lows the clearer evidences of this disease 
but may antedate by a considerable time 
the characteristic lymphoid changes.” The 
itching is generalized and intensified during 
the patient’s fitful sleep. The character, 
distribution, and amount of excoriation can 
resemble heavy ectoparasitic infestation. 
The cause of the pruritus is unknown, and 
it is assumed to be the effect of a general 
“toxic” state resulting from active and usu- 
ally extensive Hodgkin’s disease. X-ray 
irradiation of the active foci or the use of 
cytotoxic substances is the most effective 
therapeutic measure available. 

At a panel discussion on Hodgkin's dis- 
ease at the New England Deaconess Hos- 
pital, in Boston, in the spring of 1958, Dr. 
Edmund W. Campbell, of the Lahey Clinic, 
one of the panelists, suggested the use of 
demecolcine (Colcemid) in the treatment of 
refractory Hodgkin’s pruritus. In a review 
of the available literature, we were unable 
to find any reports on the use of this drug 
in the pruritus of Hodgkin’s disease. Holly 
et al report the use of this drug in 10 
“patients with Hodgkin’s disease, with 
prompt temporary regression of the disease 
but with rapid development of resistance. 


Submitted for publication Sept. 23, 1958. 

From the Medical Service and the Department 
of Dermatology, U. S. Naval Hospital, Chelsea, 
Mass. 

The opinions or assertions contained herein are 
the private ones of the writers, and are not to be 
construed as official or reflecting the views of the 
Navy Department or the Naval Service at large. 
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In 1950, Santavy and Reichstein, cited 
by Uffer et al., reported the isolation of 
several previously unknown alkaloids from 
the bulb of meadow saffron (Colchicum 
autumnale), the source of colchicine. Colce- 
mid, which is a Ciba pharmaceutical prod- 
uct, is one of these natural crystalline 
alkaloids and differs structurally from 
colchicine in that a methyl group replaces 
an acetyl group at the N-position. In spite 
of its relative freedom from gastrointestinal 
side-reactions and its being 30 times less 
toxic than colchicine, it is not available for 
use in acute gout as a substitute for colchi- 
cine because of its potentially more serious 
toxic effects.” Demecolcine is a potent anti- 
mitotic agent, arresting mitosis in the meta- 
phase. Although pancytopenia may occur,” 
it has a unique selective inhibition of 
granulocytic production, and often there is 
an associated thrombocytosis. This drug 
is a useful addition for the treatment of 
chronic myeloid leukemia. The remission 
induced may be prolonged if the patient 
receives a maintenance dose. Shanbrom and 
Kahn 7 reported the resolution of cutaneous 
nodules of chronic myelogenous and acute 
monocytic leukemia with demecolcine. This 
drug may be administered orally or intra- 
venously.®? The dosage is not well estab- 
lished but ranges between 1.0 mg. and 15.0 
mg.; an average dose is 5 mg. The toxic 
side-reactions are nausea, vomiting, diar- 
rhea, pruritus,’ maculopapular eruption,'® 
alopecia,®!! inhibition of spermatogene- 
sis,!>13 and agranulocytosis! with or 
without secondary upper respiratory - tract 
ulcerations. These effects are transient and 
disappear with the cessation of the drug. 


TREATMENT OF PRURITUS IN HODGKIN'S DISEASE 


We wish to present a case of Hodgkin’s 
disease with severe pruritus which re- 
sponded dramatically to demecolcine, which 
had to be discontinued because of severe 
agranulocytosis. 


Report of Case 


The patient is a 28-year-old white woman who 
10 years ago noted a swelling on, her anterior 
chest wall. This swelling was biopsied, and the 
pathology report was Hodgkin’s disease. The lesion 
responded to x-ray therapy. She subsequently de- 
veloped axillary, cervical, and hilar lymphadenop- 
athy as well as multiple costal and sternal 
involvement. From 1949 to 1951 she had one 
course of mechlorethamine hydrochloride (nitrogen 
mustard) (24 mg. over five days) and innumerable 
courses of x-ray to various active foci of disease. 


In February, 1951, she had herpes zoster of her 
-right forearm. These lesions healed, leaving raised, 
bluish, nonpruritic nodules. Because of their per- 
sistence, one of these lesions was biopsied in 
September, 1951, and it was reported by several 
pathologists as consistent with Hodgkin’s granu- 
loma of the skin. The area was treated with the 
cathode ray at the Massachusetts Institute of Tech- 
nology. At this time she was also treated with 
supervoltage x-ray to the neck and mediastinal 
nodes. 

Until May, 1956, her disease was relatively 
quiescent. However, for the first time, she com- 
plained of pruritus, which was localized mostly in 
the previously irradiated sites. She was given 
tripelennamine (Pyribenzamine), with no relief. 
In July, 1956, she had a gradual swelling of her 
left upper arm, which measured 3 in. greater in 
circumference than her right upper arm. There 
was no clinical evidence of an underlying circula- 
tory disturbance. In November, 1956, an examining 
physician described her present generalized dusky 
pigmentation. 

In December, 1956, she had a flare-up of her dis- 
ease, which was characterized by malaise, increased 
pruritus, lymphadenopathy, and increased swelling 
of her left arm. The relief she experienced from 
a course of mechlorethamine hydrochloride (40 
mg. in four equally divided injections) lasted only 
six weeks. She was then given a course of TEM 
(total, 35 mg.), which gave her some symptomatic 
relief and did reduce temporarily her lymphad- 
enopathy. The dimenhydrinate (Dramamine) she 
received for nausea had no appreciable effect on the 
intensity of her pruritus. In May and June, 1957, 
she received more x-ray therapy to her enlarged 
nodes. In spite of the above local therapy and 
more, her clinical course was characterized by 
temporary incomplete remissions with recurrences 
of equal or greater intensity. 


Moschella—Kretzschmar 


By January, 1958, the itching was so severe that 
the patient was exhausted from continuous scratch- 
ing and sleeplessness. Her entire body was covered 
with excoriations. She was admitted to the U. S. 
Naval Hospital, Chelsea, Mass. She experienced 
no relief of her pruritus with medicated baths and 
lotions, chlorpheniramine (Chlor-Trimeton), and 
perphenazine (Trilafon). The patient experienced 
some relief of her pruritus with a course of 
triamcinolone (Aristocort) (35 mg. daily P. O. 
for six weeks) and repository corticotropin 
injection (Acthar-Gel) for one week but developed 
marked Cushingoid features. Upon the discon- 
tinuance of the above steroid therapy, the pruritus 
again became almost intolerable. A trial of 
thenalidine (Sandostene) did not affect her itch- 
ing. 

In April, 1958, she was readmitted to the U. S. 
Naval Hospital because of fever and pruritus. She 
was given 40 mg. of mechlorethamine hydrochloride 
in divided doses. Her fever subsided, and her 
pruritus was less. She was given chlorpromazine 
(Thorazine) which relieved her nausea but had no 
noticeable effect on the intensity of her pruritus. 

On July 15, she was seen in the outpatient clinic 
because of anorexia, weight loss (20 lbs. in eight 
weeks), weakness, fatigue, severe pruritus, and 
lymphadenopathy. On physical examination the 
patient presented a generalized dusky pigmentation 
of the skin with much excoriation and superficial 
scarring. There were no areas of cutaneous in- 
filtration. The cervical, axillary, and, for the first 
time, inguinal lymph nodes were enlarged. There 
was no hepatosplenomegaly. The left upper arm 
was 6 in. larger in circumference than the right. 
The remainder of the physical examination was not 
remarkable. The white blood cell count was 6,800, 
with a normal differential. The hemoglobin was 
9.5 gm., and a hematocrit, 32 vol. %. The C-re- 
active protein was 3+ (range is negative to 4+). 
The x-ray of the chest revealed a minimal widen- 
ing of the superior mediastinum, which had been 
described for the past two years. In view of the 
relative severity of her disease, especially the 
pruritus which had been hitherto almost refractory 
to all therapy, demecolcine was administered 
orally. Over a period of 14 days, she received a 
total of 71 mg. Demecolcine was begun on July 18, 
when she was given 1 mg. four times a day. After 
one week, she had taken a total of 28 mg., with 
no change in her clinical status and no manifesta- 
tions of drug toxicity. Her white blood cell count 
was 6,350, with a normal differential. On July 25, 
the dose was increased to 6 mg. daily. On July 26, 
she was anorexic and nauseated. On July 28, she 
suddenly experienced a diffuse and marked de- 
fluvium of the hair of her scalp. On July 30, she 
experienced a sore mouth, fever, and chills. She 
noted also at this time the sudden and almost 
complete relief of her itching, 
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On Aug. 1, she was’ readmitted because of con- 
tinued fever and chills, generalized malaise, sore 
throat, and tender, submaxillary nodes. Her white 
blood cell count was 400, with 14% neutrophils and 
86% lymphocytes; her hemoglobin was 9 gm., and 
her hematocrit was 27 vol. %. The urine con- 
tained 20 mg. % of albumin. Two sternal marrow 
aspirations were unsuccessful. Demecolcine therapy 
was discontinued. She was immediately given 
heavy antibiotic coverage with penicillin, chloram- 
phenicol (Chloromycetin), and erythromycin in 
maximal dosages, and supportive transfusions. On 
Aug. 3, the white blood cell count fell to 150, 
and only two lymphocytes were noted in the 
peripheral smear. On Aug. 6, the white blood cell 
count was 300 and the patient was started on high 
doses of prednisone (Meticorten) (80 mg. daily). 
Within the next 10 days, the white blood cell 
count rose to 5,400, with a normal differential. The 
C-reactive protein was reported as negative at this 
time. The antibiotics were discontinued, and the 
prednisone was gradually being diminished when, 
on Aug. 23, the patient developed a severe gastro- 
intestinal hemorrhage. The site of hemorrhage was 
not detectable by x-ray study. She improved with 
blood transfusions and a peptic ulcer regime. On 
Aug. 28, about four weeks after cessation of 
demecolcine therapy, the patient noted the absence 
of further hair loss. 


At seven weeks after the discontinuance of 
demecolcine therapy, the patient was completely 
free of her pruritus; the lymphadenopathy was 
greatly reduced, and the upper left arm had be- 
come 4 in. smaller in circumference. She felt 
symptomatically “the best in years.” There was 
no change in the degree of her scalp hair loss, an 
estimated 50%, and no evidence of regrowth at 
this time. 


Comment 


In an attempt to relieve her pruritus, the 
patient received medicated baths and lotions, 
tripelennamine, dimenhydrinate, chlorphen- 
iramine, thenalidine, chlorpromazine, per- 
phenazine (Trilafon), triamcinolone, and 
repository corticotropin injection. One 
course of TEM and two courses of mechlor- 
ethamine hydrochloride were given within 
a period of 20 months, and each course 
was followed by a temporary diminution in 
the intensity of the pruritus. For the past 
two years, in spite of the above therapeutic 
measures, pruritus has remained at all times 
the leading symptom. Therefore, its sudden 
and complete relief with demecolcine was 
dramatic. It occurred on the 13th day of 
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therapy when the dose had totaled 64 mg. 
and while she was experiencing the toxic 
symptoms of nausea, vomiting, and alo- 
pecia. The patient has remained free of 
her pruritus up to the time of the submis- 
sion of this article for publication (seven 
weeks ). 

The over-all improvement of our patient's 
physical status following the use of deme- 
colcine is impressive; however, a longer 
period of observation is warranted before 
attempting any conclusions. One must also 
remember that Hodgkin’s disease can under- 
go spontaneous remission. Of possible 
significance was the change of the C-reac- 
tive protein from 3+ to negative at the 
conclusion of therapy.’* 


On review of the literature and the above 
case, one is impressed by the potentially 
severe toxicity of this drug. Like Mikkel- 
sen et al.,!! we were unable to find reports 
of maximum safe dosage in patients with 
normal rather than hyperplastic marrows. 
Bock and Gross reported four cases of 
Hodgkin’s granulomas treated with deme- 
colcine. Two of them showed some regres- 
sion in the size of lymph nodes, one, after 
211 mg. of demecolcine was given over 29 
days and the other after 114 mg. was given 
over 16 days. In the other two cases, the 
medication had to be stopped because of 
granulocytopenia. Zbinden,'® in the discus- 
sion of the use of demecolcine in Hodgkin’s 
disease, concluded that the risk encountered 
in using this drug in high dosage did not 
sensibly compare to the effect on the course 
of the. disease. Moeschlin et al.!? warn 
against its use in neoplasms, such as mye- 
loma, lymphosarcoma, Hodgkin's disease, 
carcinoma, and sarcoma, because they ob- 
served deaths attributable to agranulocyto- 
sis. One of these patients received a total 
dose of 65 mg. in 13 days. Because of the 
chronicity and intensity of our patient’s 
pruritus, with its incumbent severe physical 
and mental effects, we felt justified in the 
use of this drug. When she developed 
fever, chills, and ulcerative pharyngitis, 
complete blood cell counts revealed agranu- 
locytosis. She was treated, as were the 
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The amount of alopecia the patient exhibited three weeks after the cessation ‘of demecolcine 


therapy. 


cases of Sheehy and Ransone,'* with mul- 
tiple antibiotics, steroids, and supportive 
blood transfusions. The hematologic toxic- 
ity can be severe enough to resemble leuko- 
penic leukemia.18 

During the second week of therapy with 
demecolcine the patient experienced a sud- 
den and diffuse defluvium of scalp hair, 
and this process continued very slowly for 
the next four weeks. She lost about 50% 
of her scalp hair. Alopecia is not an un- 
usual toxic occurrence during or after 
therapy. Colsky et al. report a case who 
not only experienced loss of scalp hair but 
also absence of beard growth and sparcity 
of eyebrows and body hair. Piney ™ re- 
ports a patient with chronic myeloid leu- 
kemia who, after four months of 15 mg. 
daily, developed a remarkable loss of hair, 
which regrew in spite of continued big 
doses. The regrowth of hair usually occurs 
in three to four months after the cessation 
of therapy. Wildhack?° biopsied the skin 
of the scalp of three patients who developed 
alopecia from demecolcine and concluded 
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that the depilation is due to defective cell 
regeneration. 

There are several interesting medical and 
dermatologic facets to this case. The pecu- 
liar generalized dusky pigmentation present 
for two years in this patient is consistent 
with the report of pigmentation as a pos- 
sible cutaneous manifestation of an under- 
lying Hodgkin’s disease?! The diffuse 
swelling of the left shoulder and upper arm 
still remains unexplained. A biopsy was 
not done, but for two years it was assumed 
that this swelling represented lymphedema 
which resulted secondarily from X-ray ir- 
radiation of the axillary area. The dramatic 
reduction in size of this swelling after 
administration of demecolcine was surpris- 
ing and raises the question whether this 
swelling could represent a diffuse muscular 
infiltration by Hodgkin’s disease which re- 
sponded to demecolcine. The prompt and 
complete response of the cutaneous nodules 
of Hodgkin’s disease to the cathode ray was 
very gratifying. The patient called our at- 
tention to the healed sites of three verrucae 
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vulgaris, which disappeared during deme- 
colcine therapy. 

One gains the impression from this case 
and others reported in the literature #5118 
that dosage as well as individual idiosyn- 
crasy are the determining factors in the 
incidence of the toxic effects and that pa- 
tients experiencing severe marrow depres- 
sion are more apt to have an associated 
alopecia. 


Summary 


A case of Hodgkin’s disease of 10 years’ 
duration with generalized pruritus of the 
skin of 2 years’ duration is presented. 

Demecolcine (Cole emid) dramatically 
and completely relieved the pruritus, which 
was previously resistant to all other forms 
of therapy. 

Unfortunately, the patient experienced 
taxic reactions to demecolcine, characterized 
by gastrointestinal symptoms, alopecia, and 
a severe agranulocytosis, which necessitated 
interruption of therapy. 


Addendum 


The remission lasted nine weeks, after 
which time there was complete regrowth 
of hair. The recurrence was characterized 
by generalized pruritus, fever, asthenia, and 
marked inguinal and retroperitoneal lymph- 
adenopathy. An attempt to control the 
patient’s pruritus with high doses of trime- 
prazine (Temaril) failed. The disease was 
refractory to x-ray therapy (both conven- 
tional and supervoltage) to involved areas 
and mechlorethamine hydrochloride (nitro- 
gen mustard), and the patient died seven 
months after the completion of demecolcine 
(Colcemid) therapy. At autopsy there was 
widespread Hodgkin’s disease, involving 
the entire lymphatic system except liver and 
spleen, with direct extension into pleura, 
lungs, bones, and adrenal and thyroid glands. 
The left biceps, triceps, and pectoral muscles 
were replaced by tumor tissue. 
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Neurilemmoma of the Tongue 


EDWARD S. MERCANTINI, M.D., and COLEMAN MOPPER, M.D., Detroit 


A neurilemmoma or Schwann cell tumor 
is a distinctive nerve sheath tumor, charac- 
terized histologically by the regimentation 
of its cells. It is probably seen more com- 
monly by surgeons than by dermatologists. 
While dermatology texts refer to it, no 
original article was found in the American 
dermatologic literature of the past 20 years. 
The following is a synopsis of statements 
found in several books.'!° 

Neurilemmomas usually are solitary and 
affect women more frequently than men in 
a mean ratio of about 7 :4,!!!* without par- 
ticular affinity for any age group. They 
occur commonly on the cranial nerves (ex- 
cept the olfactory and optic), with the 
acoustic nerve being the one most fre- 
quently affected in its vestibular branch. 
When peripheral neurilemmomas are found, 
they are seen to occur on nerves in the 
scalp, face, sides of the neck, tongue, flex- 
ures of the arms, wrists, knees and ankles, 
wall of the stomach, intestines and aorta, 
and rarely on the trunk. A relatively fre- 
quent site is the posterior mediastinum," 
and it apparently occurs only on very rare 
occasions within bone.’* In a minority of 
cases, the tumors are multiple or are accom- 
panied by neurofibromatosis,’® hence the 
finding of one neurilemmoma should lead 
to a careful examination of nerves else- 
where on the body, even though this will 
prove fruitless in most cases. 
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The lesions are slow-growing, well-cir- 
cumscribed, and essentially benign, although 
it has been stated that a neurosarcoma rep- 
resents the malignant transformation of a 
neurilemmoma or neurofibroma. Allen‘ 
believes that the few malignant neurilem- 
momas which have been observed appear to 
have been cancerous from their beginning 
rather than to have evolved from a benign 
schwannoma. 


Tumors may range in size from several 
millimeters to several centimeters when they 
occur superficially and grow much larger 
in visceral regions. They are rounded or 
ovoid, with a uniform texture and with 
consistency varying from soft to moder- 
ately firm. When they are soft and 
fluctuant, this usually signifies cystic degen- 
eration. The color may be pink, gray, or 
yellowish, and small intradermal tumors 
resemble nevi. Occasionally the surface 
displays hemorrhagic foci, and telangiecta- 
sia is frequently seen at the periphery of 
degenerating which are 
occasionally misjudged as hemangiomatous 
tumors. 


neurilemmomas 


The diagnosis is often suspected 
when the lesions are associated with pain, 
especially if this is of the paroxysmal 
type.4® Clinically neurilemmomas may sim- 
ulate a lipoma, carotid body tumor, or 
salivary gland tumor, a metastasis, an epi- 
dermal or sebaceous cyst, a synovial gan- 
glion, a juxta-articular node, a hygroma, a 
hemangioma, a neurinoma, and a neurofi- 
broma or neurofibrosarcoma, 


Histologically, the orderly arrangement of 
parallel cells, separated by aggregations of 
collagenous fibers, gives the aforementioned 
regimentation, or palisade pattern. Ander- 
sonë has excellently described it as “an 
interlacing network of wavy, ‘flowing 
streams of cells in which the nuclei palisade 
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prominently.” The cells resemble those of 
Schwann, and the above pattern mimics the 
neurilemmal supporting elements of Meiss- 
ner’s tactile corpuscles.’* This is known as 
Antoni Type A tissue, while Type B shows 
no orientation of cells and fibers but inter- 
cellular fluid, which, when collected, may 
result in microcystic degeneration. Type B 
is considered to be a degenerative condition 
of Type A. Both types may occur in the 
same tumor in varying amounts. Occasion- 
ally the cells may be less regularly arranged 
and more whorled,!? and the nuclei may be 
seen to lie in a double palisade, enclosing a 
space nearly devoid of nuclei. This is a 
so-called Verocay body, named after its 
discoverer who first adequately described 
neurilemmomas, in 1908. There may be 
edematous foci or areas of microcytic de- 
generation in the tumor mass. Lipid histio- 
cytes and hemosiderophages are commonly 
observed in and about the degenerated 
areas if such exist in the tumor. Mast cells 
are often present in conspicuous numbers. 
The tumor itself very rarely contains nerve 
fibers; these lie outside the capsule, and 
hence the’ name “neurinoma,” which is fre- 
quently used for these lesions, is a mis- 
nomer. 

As regards their pathogenesis, they are 
neoplasms which arise from the sheath of 
Schwann (Foot!) and do so spontane- 
ously or possibly secondary to trauma or 
irritation of the involved nerve trunk.1-18 

Complete surgical removal by excision is 
curative. 





Mercantini—M op per 


Report of a Case 


The patient, a white man, 22 years of age, was 
first seen on May 12, 1958, with an ulceration on 
the right side of the tip of the tongue, which had 
been present for five days. The lesion was shallow, 
2 mm. in diameter, slightly edematous, and tender 
and suggested an aphthous ulcer or herpes sim- 
plex infection. Two weeks later the patient re- 
turned, with a pink granulomatous-looking nodule 
on the tongue at the site of the previous ulcera- 
tion. It was 1 cm. in diameter and raised 6 mm. 
from the surface of the tongue. The surface of 
the lesion itself was smooth, and it was firm and 
tender to the touch. The patient complained of 
intermittent pain in the area. There was no asso- 
ciated lymphadenopathy discernible; no other 
tumors were found elsewhere on the cutaneous 
surface, and the patient was in good general health. 
He stated that the previous ulceration had healed 
over a day or so after his first visit and soon there- 
after the nodule he now presented had begun to 
make its appearance and grew slowly to its present 
Size. 

The lesion was excised in toto, and the gross 
specimen was almost mushroom-shaped, with a 
fairly broad but short stalk approximately 2 mm. 
long. The under-surface of the lesion revealed a 
number of small millet-sized and millet-shaped 
grains which were attached loosely by small strands. 
On seeing this gross specimen, one of us (C. M.) 
remarked that he had never seen this type of new 
growth previously. 

The biopsy report by Dr. Hermann Pinkus was 
as follows: 

“The lesion is composed of spindle-cells that are 
frequently arranged in palisaded fashion. Between 
the nuclear palisades there is a small amount of 
finely fibrillar tissue, which stains as connective 
tissue with the Van Gieson Stain. The tissue 
showing nuclear palisading is characteristic of 
Schwannian growth, which is best classified as a 
neurilemmoma. There is no evidence of malignancy. 


Fig. 1.—Section stained 
with hematoxylin and 
eosin; X 28, 
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Fig. 2—Similar sec- 
tion; pd 280. 


Diagnosis: Neurilemmoma of Tongue.” (Figs. 1 
and 2). 

It is interesting to note in this case that 
trauma (in the form of local irritation by 
whatever cause) preceded the onset of the 
lesion by approximately one week and that 
the lesion itself grew to the size of a split 
pea in the period of 12 days or so. 


Summary 


A review of the clinical picture, histopa- 
thology, pathogenesis, and treatment of 
neurilemmoma is presented with report of 
a case in which it occurred on the tongue. 
No reports of neurilemmomas were found 
in the dermatologic literature during the 
past 20 years. 


14633 East Seven Mile near Gratiot (5) (Dr. 
Mopper). 
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The Cutaneous Reaction to Nicotinie Acid (Niacin)- 


Furfuryl 


THOMAS W. MURRELL JR., M.D., and WILLIAM M. TAYLOR, B.S. Richmond, Va. 


The purpose of this study was to observe 
the cutaneous reactions of nicotinic acid 
(niacin)-furfuryl in various disease states 
and to carry out clinical experiments related 
to the mechanism or mechanisms involved. 
There is considerable evidence, as will be 
shown, that a thorough knowledge of this 
subject might lead to a better understanding 
of the pathogenesis of atopic dermatitis. 

The drug used in this study was the tetra- 
hydrofurfuryl ester of nicotinic acid. 


CH3 CH, 
CH pe 
ae 


N 
TETRA HYDRO FURFURYL ESTER OF NICOTINIC ACID 





NICOTINIC ACID 


Incorporated in an ointment it was first 
used as a rubefacient in inflammatory joint 
disease. 

If a small amount of 5% nicotinic acid 
furfuryl in a hydrous wool fat (lanolin)- 
petrolatum base * is rubbed in or simply 
laid on the skin of normal persons and 
allowed to remain for 20 to 30 minutes, over 
95% react with the production of erythema 
with or without edema. The reaction is 


Submitted for publication Aug. 20, 1958. 

Read before the 78th Annual Meeting of the 
American Dermatological Association, Inc., Sun 
Valley, Idaho, June 4, 1958. 

From the Department of Dermatology, Medical 
College of Virginia; Assistant Clinical Professor 
of Dermatology and Syphilology (Dr. Murrell). 

* The Trafuril Ointment used in this study was 
supplied ‘by Ciba Pharmaceutical Products, Inc., 
Summit, N. J. 


termed “typical.” It is also noted in a large 
number of different diseases, and because 
of this fact the term “normal” reaction 
cannot be used. The erythema produced 
disappears usually in from one to two hours. 


Nassim and Banner! noted that when 
5% nicotinic acid furfuryl ointment was 
applied to the skin of patients with active 
rheumatoid arthritis the typical reaction did 
not occur. Saslaw** found atypical reac- 
tions resulting from tests performed on 
children with acute rheumatic fever. The 
reaction consisted of a central area of non- 
edematous blanching surrounded by a slight 
amount of erythema. This response is one 
of temporary vasospasm. Similar results 
have been noted in untreated acute rheuma- 
toid arthritis. Saslaw stated that the re- 
action changed to a type, which he 
considered as a normal variant, as rheumatic 
activity decreased and as a result of steroid 
effect upon the reaction. Calloway noted 
that 5% nicotinic acid-furfuryl ointment 
applied to the involved areas of patients 
with atopic dermatitis caused a blanching 
or white reaction which was not found in 
testing patients with other types of cuta- 
neous disease.® 

A number of studies have been published 
relating to the specificity and mechanisms 
involved in the nicotinic acid-furfuryl test. 
Strehler believed that there is a histamine- 
like substance released in normal persons, 
but he was unable to block the hyperemia 
by local or internal use of antihistamines.7 
Weiss 51° studied the reaction in acute 
infectious disease and believes that atypical 
reactions result from the degree of consti- 
tutional stress imposed by the inflammatory 
disease and that this is an acute-phase reac- 
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TABLE 1.—Cutaneous Reaction to Nicotinic Acid-Furfuryl Ointment in 
Rheumatic Disease 
MÄ h ÜJ _ a- 


Reaction 
Jae A E a 

Marked 

Blanching Blanched 

+ Peripheral Erythema Edema 

Diagnosis Erythema Nonreactive + Edema + Erythema Total 

Rheumatoid arthritis ------- Senne 18 0 9 0 27 
Ankylosing spondylitis------------------- 2 0 0 0 2 
Rheumatic fever -- --- P E ee E 2 0 0 14 17 





tion. He was able to accelerate the change 
from atypical to typical reactions in recover- 
ing patients by the administration of nico- 
tinic acid. Haydu! published a study 
implicating Coenzymes I and II in this 
reaction and was able to alter results in 
normal persons and in patients with rheu- 
matoid arthritis by topical application of 
an ointment containing diphosphopyridine 
nucleotide. 





Method Routine Followed in Testing 
with Nicotinic Acid 


Routine testing consisted of cleansing the test 
site with 70% ethyl alcohol, which was allowed to 
dry. Enough 5% nicotinic acid-furfuryl in a pet- 
rolatum base to cover 0.5 sq. cm. was gently ap- 
plied to the skin and allowed to remain for 30 
minutes, at which time it was gently removed with 
a cotton swab. A like amount of ointment base was 
used as a control near the test site. In patients 
with cutaneous disease, both substances were also 
applied to involved skin. Each patient was ob- 
served for 40 minutes, and, unless testing is done 
in groups, this is very time-consuming. Fifteen 
normal persons were initially tested, and the un- 


predictable amounts of erythema with or without, 


edema, noted. It may be pointed out that the re- 
action should be observed in daylight, that delayed 
reactions may occur, and that the test is of no 
value in the Negro or other dark-skinned races. 


Results 


Group I.—Forty-six patients with rheu- 
matic disease were tested. In this group 
were 27 patients with rheumatoid arthritis, 
18 of whom revealed the atypical reaction 
manifested by central blanching with or 
without mild erythema. Two cases of anky- 
losing spondylitis revealed the same reac- 
tion, which is of some interest since there 
is considerable controversy regarding the 
question of whether rheumatoid spondylitis 
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and peripheral rheumatoid arthritis are re- 
lated diseases. 

Seventeen cases of rheumatic fever were 
tested. Two of the group revealed atypical 
reactions and were the only cases we were 
able to obtain early in the course of their 
disease. The remaining 15 patients had 
been under therapy, including steroids, for 
at least three weeks, and testing with nico- 
tinic acid-furfuryl revealed marked central 
blanched edema with peripheral erythem- 
atous flare. Edematous reactions are usually 
pale or pink, while these patients revealed 
a type of edema which was characterized by 
more pallor and had a yellowish tint. These 
cases were retested over a period of four 
weeks, and as they showed evidence of 
clinical improvement the peripheral flare 
became more extensive. This type of re- 
sponse was not noted by us in testing any 
other type of disease and is unclarified in 
the literature. 

The relationship of drug therapy for 
rheumatoid arthritis to the cutaneous reac- 
tion to nicotinic acid-furfuryl ointment was. 
significant. Of the 18 patients who revealed 


TABLE 2.—Relationship of Drug Therapy for 
Rheumatoid Arthritis to Cutaneous Reaction to 
Nicotinic Actd-Furfuryl Ointment 








Reaction 
Blanching + 
Peripheral Non- Erythema 
Therapy Erythema reactive + Edema Tota! 
Steroids 8 0 7 15 
Acetylsalicylic 
acid 6 0 1 7 

Butazolidin 2 0 0 i 
Chloroquine 2 0 0 2 
Gold 1 0 i 2 
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TABLE 3.—Typical Reaction to Five per Cent 
Nicotinic Acid-Furfuryl Ointment in Various 
Types of Internal Disease 








Reactions, 
Disease No. 


Pulmonary tuberculosis_______- 
Periarteritis nodosa_.______._________. 
Bronchial asthma___._._---__________ 
Reiteradisease-...5 = 28 .u_._....-... 


Whipples disease_......_.____________ 
Arthrit® facticia...=.2.....2......__ 
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i 
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atypical reactions, 8 were receiving steroids; 
6, acetylsalicylic acid; 2, phenylbutazone 
(Butazolidin); 2, chloroquine, and 1, gold. 
This observation indicates that atypical re- 
activity is dependent upon the activity of the 
disease and is not altered by steroids or other 
drugs. 

Group I].—Thirty patients with different 
types of internal disease were tested, includ- 
ing ten cases of active pulmonary tubercu- 
losis. Each case responded with a typical 
reaction. 

Group III.—Twenty-six patients with 
diabetes mellitus were tested. 


TABLE 5.—Typical Reactions Observed in Patients 
with Cutaneous Disease Tested with Five 
per Cent Nicotinic Acid-Furfuryl Ointment 








Reaction, 
Disease No. 

WANS 6 aan cts Set phecc nae tee Soe 1 
Contact dermatitis............_..___- 16 
Carcinematosis.......-......2c.2.5-2.. 2 
og. OS ee eee 2 
Lichen chronicus simplex____________ 1 
Do ee E eae a 2 
Erythema multiforme____.___________ 1 
Discoid lupus erythematosus_________ 2 
Basal-cell epithelioma________________ 2 
Polymorphic light eruption. _________ 1 
[oe a a S a ee 2 
Lymipeorervoma. 2. =. 55. 1 
Ligheniptamris ==. -.-...-....-....-<. 1 
PO oo Cg | a aes 3 

ap ale Beat Cs a acs oe 37 
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TABLE 4.—Cutancous Reaction to Five per Cent 
Nicotinic Acid-Furfuryl Ointment in Twenty-Six 
Cases of Diabetes Mellitus 








Reaction, No. 








Blanching & 


Peripheral Erythema 
Clinical Course Erythema Nonreactive & Edema 
Well controlled 0 0 13 
Poorly controlled 0 5 8 
(Very faint 
erythema) 





It was noted that in 13 of the 26 cases 
tested, there was no reaction to nicotinic 
acid-furfuryl or a very slight or question- 
able amount of erythema was observed. 
Study of the nonreactive cases revealed that 
these patients were uncontrolled diabetics. 

Nonreactivity in uncontrolled diabetes 
was the only unusual finding we encoun- 
tered in testing patients with diseases un- 
related to rheumatic or atopic disease. 

Group IV.—Typical reactions were ob- 
served in 37 patients with various types of 
cutaneous disease, including 16 patients with 
contact dermatitis. 

Fifteen patients with atopic dermatitis 
were observed. Thirteen cases showed 
blanching in involved skin, and two were 
nonreactive. Testing outside the involved 
areas showed typical or near-typical re- 
sponses. Two cases of scleroderma were 
nonreactive. One of these patients was given 
an ample supply of 5% nicotinic acid-fur- 
furyl ointment and instructed to massage 
the hands twice daily with the material. 
This was carried out for 8 weeks, and at 
no time did any reaction appear. There was 
subjective improvement in the scleroderma 
but inconclusive objective findings. 


TABLE 6.—Atypical Reactions in Patients with 
Cutaneous Disease Tested with Five per Cent 
Nicotinic Acitd-Furfuryl Ointment 








Cases 
Diagnosis No. Reaction 
Blanching in involved skin (13) 
aie alin cameos aa pane: in involved skin ( 2) 
Scleroderma 2 Nonreactive 
Total 17 
eS ee ee oe 


95/547 


TABLE 7.—Typtcal Reaction to Five per Cent 
Nicotinic Acid-Furfuryl Ointment in 
Neuropsychiatric States 


Reaction, 
Condition No. 

Schizophrenia 

Ct ee ee ee NN l 

ODORE aa Na teede 5 

DIG EE DE EETA T 2 

CINE aa 2 

a a (eae EES AE RAEE E 1 
Anxiety, acute____- ee ee er ee ree tee 1 
Paraplegia (above and below cord injury)- 12 


pe. 
5 
g 
= | 


In a patient with atopic dermatitis, biop- 
sies were performed on a blanched area 
after exposure to nicotinic acid-furfuryl and 
also on an area of uninvolved skin which 
showed a typical reaction. We were unable 
to make any significant observations. There 
were no eosinophils noted in the biopsy of 
the typical reaction. 

Group V.—In view of the relationship 
of stress to activity in atopic dermatitis, 15 
patients with mild to major psychiatric states 
were tested with 5% nicotinic acid-furfuryl 
ointment. 

Results of this group were no different 
than would be expected in a similar group 
of norma! patients. 

Twelve paraplegic patients were tested, 
and no atypical reactions were noted above 
or below the site of cord injury. 

Summary.—tThe testing of 183 cases with 
nicotinic acid-furfuryl revealed the follow- 
ing findings: 

1. Patients with acute rheumatic disease 
during the period of early activity re- 
sponded with an atypical reaction. 
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2. Patients with acute rheumatic fever 
during the first two months of recovery 
reveal a type of atypical reaction not noted 
elsewhere in this series. 

3. Atypical blanching in patients with 
atopic dermatitis and nonreactivity in pa- 
tients with scleroderma were the only sig- 
nificant findings in testing cutaneous disease. 


4. No changes were noted in cases of 
mental disease or paraplegics which were 
different from normal patients. 

5. With the exception of reactions de- 
scribed in cases of uncontrolled diabetics, 
nothing was learned by testing different 
types of internal disease, except as de- 
scribed above. 


Experimental Studies Relating to 
Mode of Action of Nicotinic 
Acid-Furfuryl Ointment 


Group I.—Seven patients were tested after ion- 
tophoresis with 2.5% tripelennamine (Pyribenza- 
mine) hydrochloride in a water-soluble base at a 
selected site. The iontophoresis was carried out 
for 10 minutes at 2 ma., and a control blank plate 
was used. Application of nicotinic acid-furfuryl 
ointment at the site of tripelennamine iontophoresis 
revealed no different type of reaction from that 
noted at the site of the blank plate or at a control 
site. 


Group I].—Seven patients recovering from acute 
rheumatic fever, who showed reactions to nicotinic 
acid-furfuryl manifested by central blanched 
edema and peripheral erythematous flare, were 
given 100 mg. of diphenhydramine (Benedryl) 
hydrochloride by mouth every 12 hours for 56 
hours. Retesting after this period revealed a vari- 
able amount of reduction of the peripheral flare, 
compared with measured flare recorded in the 
controls, and this was not considered significant. 

Group III.—Four institutionalized patients with 
diabetes mellitus were given 100 mg. of nicotinic 


TABLE 8.—Cutaneous Reaction to Five per Cent Nicotinic Acid-Furfuryl Ointment 
in Four Cases of Diabetes Mellitus Receiving Nicotinic Acid * 








Reaction 


Nicotinic Acid 











Fasting Blood Sugar 





ooo —--— - 


22d Day 


——, 


Case No. Initial Test — 18th Day 
1 Erythema, 1+ Erythema, 1+ Erythema, 1+; edema, 1+ 185 212 
2 Nonreactive Erythema, faint Erythema, faint 250 301 
3 Erythema, 1+ Erythema, 1+; edema, faint Erythema, 1+; edema, 1+ 425 328 o 
4 Erythema, faint Erythema, faint Erythema, 1+ 93 105 





* 300 mg/day; 2d, 3d, 5th, 11th, and 22d days. 
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TABLE 9.—Effect of Inunction of Five per Cent Coenzyme I Ointment * 





Nicotinic Acid-Furfuryl After 
Inunction of Ointment Base 


—_—— a a a e a e a a e 





Nicotinic Acid-Furfuryl After 
Inunction of Coenzyme 1 








Diagnosis Cases, No. Reaction No. Reaction No. 
Rheumatoid arthritis 8 Nonreactive 4 No change 4 
l Erythema, 1+ 3 Increased erythema 
Erythema & edema 1 
Atopic dermatitis 2 Erythema & edema l No change 2 
Erythema l 
Disseminated lupus erythematosus 1 Erythema, 1+ 1 No change 1 
Ankylosing spondylitis 1 Erythema, faint 1 Erythema, 1+ 1 











* Prior to tests with 5% nicotinic acid-furfuryl ointment. 


acid by mouth three times daily, and cutaneous 
testing with nicotinic acid-furfuryl ointment was 
performed on the 2d, 3d, 5th, 11th, and 22d days 
of administration. Compared with the controls 
recorded prior to these tests, the changes brought 
about by the nicotinic acid appeared to be a slight 
altering of the reaction toward a more typical 
reaction. 

Group IV.—In 12 patients, an ointment contain- 
ing 5% diphosphopyridine nucleotide in a water- 
soluble base (Coenzyme I) was massaged into the 
skin with 30 strokes at moderate pressure per 
application. The material was allowed to pene- 
trate for three minutes; excess ointment was re- 
moved and 5% nicotinic acid-furfuryl ointment 
applied to this site. Compared with the controls, 
no significant changes were noted after the rou- 
tine hour of observation. 

Group V.—In 13 patients an ointment contain- 
ing 2.5% hydrocortisone and 5% nicotinic acid- 
furfuryl in a hydrous wool fat-petrolatum base 
was applied to selected sites and controls, and the 
base and the nicotinic acid-furfuryl were applied 
to adjacent skin. We were unable to see any dif- 
ference between the steroid-nicotinic acid-furfuryl 
combination and in the nicotinic acid-furfuryl alone. 

In five patients 2.5% hydrocortisone in a water- 
soluble base was massaged into the skin, and at 
the end of 10 minutes nicotinic acid-furfuryl oint- 
ment was applied to the same site. In none of 
these patients was any notable difference recorded, 
compared with the controls. 


Comment 

From results obtained by us from Groups 
l and II, it appears that there is no demon- 
strable relationship between histamine and 
the nicotinic acid-furfuryl reaction. These 
observations confirm the results of Strehler. 

The administration of nicotinic acid to 
patients with diabetes mellitus in Group III, 
with: resultant changes in the nicotinic acid- 
furfuryl reaction, may be of significance. 
It is known that patients with diabetes 
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mellitus have an increased requirement for 
nicotinic acid, and Hallay ë has reported 
that administration of nicotinic acid reduces 
insulin requirements. While Weiss has re- 
ported that nicotinic acid administration 
hastens the reappearance of typical from 
atypical reactions in cases of pneumonia, the 
direct result from the administration of this 
drug may be too simple an explanation of 
the mechanism involved. Further experi- 
ments with diabetics may prove worth while. 

The experiment carried out with Group 
IV was based on the work of Haydu, who 
believes there is an increased requirement 
for adenosinetriphosphate in patients with 
rheumatoid arthritis. It follows that there 
would then be a deficiency also of Coen- 
zyme I (diphosphopyridine nucleotide), with 
which adenosinetriphosphate is in dynamic 
equilibrium. Therefore, theoretically, when 
Coenzyme I is rubbed in, a more normal 
enzyme state is created, and atypical reac- 
tions to nicotinic acid-furfuryl would be- 
come typical reactions. This assumption is 
based on the belief that nicotinic acid-fur- 
furyl produces erythema when combined 
with Coenzyme I. Haydu postulates that 
under normal conditions an excess of Co- 
enzyme I applied to the skin places it in 
competition with normal tissue Coenzyme | 
and, therefore, typical reactions to nicotinic 
acid-furfuryl ointment are less apt to occur. 
The results obtained by us in 12 patients 
did not confirm the work published by 
Haydu. While the basis for implicating 
Coenzymes I and II with the nicotinic acid- 
furfuryl reaction may be theoretically sound, 
the fact remains that in no experiment to 
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our knowledge has the state of cutaneous 
blanching been reproduced by altering coen- 
zyme concentrations. 

So far as we were able to determine, local 
hydrocortisone does not affect the nicotinic 
acid-furfuryl reaction, as noted in Group V. 

Observations which we have made in this 
study have convinced us that the nicotinic 
acid-furfuryl reaction is one of great in- 
terest and has the potential of leading to 
some fundamental knowledge of the bio- 
chemistry of certain diseases. We have been 
unable to explain the mechanism involved, 
and much laboratory investigation is needed. 
Experimental conditions necessary to allow 
vasodilatation as a result of exposure to 
nicotinic acid-furfuryl may have been ac- 
complished; vasoconstriction has not been 
reproduced. 

It appears evident that, while the reaction 
most frequently produces specific changes 
in patients with acute rheumatic disease and 
blanching in cases of atopy, the value of 
the test in these diseases is simply to add 
weight to a clinical and laboratory diag- 
nosis with use of other means. 

While there are many theoretical possi- 
bilities relating to the mechanisms involved 
in the nicotinic acid-furfuryl reaction, it is 
possible that serotonin may be involved. 
Asthma, flushing, migratory arthritis, and 
endocardial fibrosis of the right heart are 
observed in functioning carcinoid tumors." 
It is known that serotonin produces capil- 
lary constriction in low concentrations but 
vasodilatation in higher concentrations. 
Studies relating to the possible role of tryp- 
tophane metabolism and the nicotinic acid- 
furfuryl reaction are planned. 


| Summary 

A total of 183 patients with various dis- 
eases was tested with 5% nicotinic acid 
(niacin )-furfuryl ointment. Atypical reac- 
tions were noted in patients with active 
rheumatic disease and atopic dermatitis. 

Patients with uncontrolled diabetes mel- 
litus were found to be nonreactive or ques- 
tionably reactive to nicotinic acid-furfuryl 
ointment, as compared with those with con- 
trolled diabetes. 
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Patients with mental disease react to nico- 
tinic acid-furfuryl as do normal persons. 
The nicotinic acid-furfuryl reaction was 
not altered experimentally by Coenzyme | 
or antihistamines. Internal administration 
of nicotinic acid slightly alters the reaction. 
Steroids administered internally do not 
directly affect the reaction; locally applied 
they do not alter the cutaneous response. 
The mechanisms involved in the nicotinic 
acid-furfuryl test remain unexplained. 


17 E. Grace St. (19). 
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ABSTRACT OF DISCUSSION 


Dr. WiıLLIaM B. Guy, Pittsburgh: The observations that Dr. Murrell derived from this 
study make interesting and understandable reading. It is an example of a very happy feature 
of our specialty that a clinician can participate in the investigative program in our field of 
medicine. 

The author in this instance avoids what so many clinicians do when they venture into re- 
search. There is no attempt here to make statistics prove anything and no abstract conjecture 
in the fields of biochemistry or physiology. This is not meant to discredit these basic disciplines, 
but it is intended as a suggestion that we avail ourselves of the help of biostatisticians, physiol- 
ogists, and chemists when we need them. 

We have here another beam of light playing into the enigmatic dark of atopic eczema. 
Callaway previously reported finding an atypical response to nicotinic acid-furfuryl ointment 
in 18 out of 18 atopic eczema patients tested. Dr. Murrell apparently also found the reaction 
universally atypical in the atopics he tested. 

Investigators who have previously studied this reaction in a variety of internal diseases 

~. have considered it a phase reaction, as Dr. Murrell stated, and by a phase reaction they mean 
“suth réaqiions as C-reactive protein and nonspecific hyaluronidase-inhibitor tests, tests which 
occur in a inflammatory diseases with a general constitutional response and which revert to 
negativity when that constitutional response subsides. 

They reported that these tests showed only atypical reactions in mildly inflammatory 
diseases, such as tuberculosis. This study reports the finding of an atypical response in several 
cases of uncontrolled diabetics and in two cases of scleroderma. This really stirs curiosity. 
As Dr. Murrell stated, as far as can be determined histamine or a histamine-like substance 
does not seem to be involved in this reaction. Alteration of nicotinic acid metabolism is some- 
how involved, as would be suspected from the fact that this material is, after all, an ester 
of nicotinic acid. 


Although the mechanism of this altered reactivity excites interest, the possibility of its 
use as a diagnostic tool should not be overlooked. We all too often need help in diagnosing 
atopic eczema. Typical cases are easy enough, but in diagnosing hand eczemas and many 
nondescript eczematous processes we are frequently puzzled. A personal or familial history 
of atopy is often indefinite. Intradermal tests are equivocal, and eosinophil counts of the 
circulating blood and nasal smears are borderline. Yet, the eruption looks and behaves like 
atopic dermatitis. The “delayed blanch” reaction to acetylcholine injection has been an in- 


consistent finding in atopics in my experience. “White dermographism” has not been regularly 
found either., 


If an atypical response to nicotinic acid-furfuryl ointment occurs in even a majority of 
atopics, it will help. I doubt that it will prove to be a universal finding when large numbers of 
patients are tested. I do not think that a consistent feature of this disease will ever be found, 
because I don’t think one exists. If, in atopic eczema, it proves to be only a phase reaction 
accompanying acute episodes of the disease, it is not only a good diagnostic tool but, certainly, 
also a forward step in reasearch. 


Reading this paper stimulated my interest to the degree that I ordered a supply of nicotinic 
acid-furfuryl ointment. It arrived in the middle of last week, and I immediately set to work 
testing myself, my office staff, and my associate. The reaction that we found, in what we assume 
are normal subjects, was very intriguing. There is an acute erythema with some edema, 
subjective sensations being nil at first. There is no itching, as there would be in an urticarial 
reaction. If anything, you could describe the sensation as one of hyperesthesia. You scratch 
it or stroke it with a sharp instrument, and you feel pain more than you do in other parts of the 
skin. Another interesting feature of the reaction is its long duration. On myself, the erythema re- 
mained for a period of three or four days. On the second or third day, the reaction was 
not itchy unless I scratched it, and then I could produce a dermographic effect on the patch 
of erythema. I almost had a reaction to show at this meeting, but it disappeared by early 
yesterday morning. 


This presentation and its publication will undoubtedly stir up widespread interest in this 
material. Dr. Murrell’s work is a noteworthy addition to our meager knowledge of atopic 
eczema. Any new information in any way related to this disease is welcomed by those of 
us who worry about our lack of progress in solving its mysteries. 

DR. J. LAMAR Caraway, Durham, N. C.: I am delighted that Dr. Murrell has attempted 
to investigate the elusive phenomenon which is demonstrated when nicotinic acid-furfuryl 
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ointment is applied to the skin. As I have stated before, our observations were purely clinical, 
and I have no satisfactory explanation for this reaction. 

It is certainly intriguing that most, if not all, patients on whom I have made a daignosis 
of atopic dermatitis have shown the blanching atypical type of reaction. I think that the local 
application of nicotinic acid-furfuryl ointment is a useful adjunct in arriving at a diagnosis 
of atopic dermatitis, but it is certainly not an absolute diagnostic test. 

Dr. THomas W. MURRELL JR., Richmond, Va.: I want to thank Dr. Guy and Dr. Callaway 
for their discussion. 

The most important thing experimentally about this work is the fact that up to the 
present time blanching has not been produced experimentally. The fact that we see this fairly 
uniformly in atopic patients is one of the most interesting phenomena with which we have 
had any experience. 
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Dermal Changes Following Abrasion 


SAMUEL AYRES Ill, M.D.; J. WALTER WILSON, M.D., Los Angeles, and RALPH LUIKART II, M.D., 


Santa Barbara, Calif. 


With the Technical Assistance of Avis Gregersen, B.S., F.B.P.A., Los Angeles 


The purpose of this paper is to report 
histologic and clinical observations at inter- 
vals up to four years, following both thera- 
peutic and experimental abrasion of the 


eee, M and Methods 


Thirteen patients from the Dermatology Service 
(Surgical Skin Planing Clinic) of the Los Angeles 
County General Hospital and from the private 
practice of one of us (S. A.) were utilized in 
this study. Some were relatively young, with acne 
scars of the face (the biopsy specimens included 
skin mot acne scarred, however), while the ma- 
jority were in the 70- to 80-year age bracket 
with multiple recurrent actinic keratoses of the 
face (farmers’ or sailors’ skin). In the case of 
two men whose backs were utilized for quantitative 
studies, the skin was normal senile skin. 

The abrasions were performed with a motor- 
driven rotating abrasive instrument. A steel wire 
brush was used on the earlier patients and a 
serrated steel disk or diamond-chip fraise (abrasive 
disk)* on the later ones. All were abraded with use 
of refrigerant anesthesia, a few of the early ones 


Submitted for publication July 23, 1958. 

Read before the 78th Annual Meeting of the 
American Dermatological Association, Inc., Sun 
Valley, Idaho, June 4, 1958. 

From the Department of Dermatology, Uni- 
versity of Southern California School of Medicine 
(Dr. Maximilian E. Obermayer, Chairman), and 
the Surgical Planing Clinic (Dr. Samuel Ayres ITT, 
Director), of the Dermatology -Service, Los 
Angeles County General Hospital, 

Miss Avis Gregersen, B.S., F.B.P.A., of the De- 
partment of Dermatology, University of Southern 
Catifornia School of Medicine, did the clinical 
photography, tissue stains, and photomicrography, 
assisted by Miss Beulah Malette, Mr. Herbert 
Harris, Miss Agnes Cherchian and Miss Rose Bly; 
the following resident physicians in dermatology 
at the Los Angeles County General Hospital gave 
technical assistance during the course of this study: 
Dr. Stuart Martel, Dr. Floyd Dornbush, Dr. Rich- 
ard Mihan, Dr. Marian Brubaker, Dr. Roy 
Hiscock, and Dr. Charles Ellerding. 


with ethyl chloride,* the remainder with dichloro- 
tetrafluoroethane.* No differences were observed 
clinically or histologically that could be related 
to the type of abrading instrunient or refrigerant 
used, 

Forty-three biopsy specimens were obtained, and 
from these approximately 500 microscopic slides 
containing about 3,600 stained sections were ex- 
amined. Serial sectioning was done when appro- 
priate. The specimens were fixed in 10% formalin 
and sections were stained as follows: hematoxylin 
and eosin, Mallory stain (Milligan’s modification), 
Van Gieson stain, Verhoeff’s elastic fiber stain, 


_ Gregersen’s modified silver nitrate stain for reticu- 


lum fibers, and Becker-Gregersen’s silver nitrate 
stain for melanin pigment. 


Dermal Changes Following Abrasion 
of Actinically Damaged Skin 


It is obviously desirable to remove indi- 


vidual premalignant lesions from actinically 


damaged skin, whether by conventional tech- 
niques or by abrasion.!$31 Theoretically, at 
least, it is equally desirable to remove the 
intervening potentially cancerous epidermis 
as well, because the cells of the epidermis 
which regenerate are derived from deep 
adnexal cells which have been less exposed 
to the damaging effect of sunlight.25-*.%.22, 
“3.35 It may follow then, that a relatively 
deep abrasion gives rise to a new epidermis 
with less susceptibility to cancer than does 
a very superficial abrasion. 

We shall present clinical and histologic 
evidence to support the contention that 
abrasion has definite prophylactic value. 
However, it is not as effective as was antici- 
pated, and its benefits decline with the 
passage of years. Furthermore, cosmetic 
problems are created by the very nature of 
epidermal pigment regeneration. 

Biopsy specimens were taken from the 
border between abraded and nonabraded 
areas on the faces of patients with multiple 
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actinic keratoses and actinically damaged 
skin eight months to four years after 
abrasion. Clinically (Fig. 1), the nonabraded 


skin shows hyperpigmentation and ery- 


thema in a retiform pattern and, in some 
areas, actinic keratoses. In contrast, the 
adjacent previously abraded skin is relatively 
hypopigmented and has a homogeneous ap- 
pearance. The pilosebaceous openings are 
intact; the hairs are normally pigmented, 
and there is no atrophy. The skin is firm 
and elastic and relatively free of fine 
wrinkles, compared to the adjacent flaccid 
nonabraded skin. Histologically, (Fig. 2) a 
melanin stain shows epidermal hyperpig- 
mentation in the nonabraded area, whereas, 
in the postabrasion portion of the specimen, 
it is markedly diminished. The epidermis 
in the postabrasion portion is comparable 
in thickness to the nonabraded epidermis, 
but the rete ridges are less prominent 
(Fig. 3). In the nonabraded portion, there 
is severe basophilic degeneration of the col- 
lagen in the upper cutis 1574+30 in sharp con- 
trast to the regenerated collagen, which 
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stains normally. In addition, the collagen 
fibers in the regenerated area show a con- 
spicuous horizontally striated pattern. 

Thus, the new collagen is qualitatively 
different from the degenerated collagen it 
replaces and remains so for at least four 
years after abrasion. This is accompanied 
by a corresponding -clinical change, as the 
regenerated skin has a more youthful ap- 
pearance and greater degree of elasticity on 
palpation compared to the adjacent non- 
abraded skin. In this regenerated dermal 
tissue, elastic fibers are either entirely absent 
or very delicate, even up to four years a 
abrasion, but this is not clinic sienificant, 
since the elasticity of normal skin 1s now 
considered to be due chiefly to its collagen 
structure.** In fact, our results, which show 
the elastic fibers to be greatly diminished 
or absent in areas that clinically have a con- 
siderably increased elasticity, appear to con- 
firm the correctness of this concept. 

We have observed the occasional forma- 
tion of new actinic keratoses, some ad- 
vanced, with marked Bowenoid changes, 





Fig. 1A.—Right side of the face of a 75-year-old man three years after abrasion for mul- 
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tiple actinic keratoses and actinically damaged skin, The area shows relative hypopigmentation 
and improved texture in contrast to retiform pigmentation and other actinic and senile changes 
on side of neck below jaw line, which was not abraded. 


Fig. 1B. —Right side of the neck of 76-year-old fair-complexioned, blue-eyed man, showing 
nonabraded actinically damaged hyperpigmented and flaccid senile skin at left and upper right 
of photo. In contrast, the four-year postabrasion area in the center shows relative hypopig- 
mentation. It is also relatively free of fine wrinkling and is more elastic on palpation. Islands 
of darker nonabraded skin at areas marked X are the result of failure to abrade the entire 
area evenly. On the right, indicated by an arrow, is a new actinic keratosis occurring within 
a previously abraded area. 

Figs. 3A and 3B.—Figure 3A is a section from the nonabraded_ portion and 3B from the 
three-year postabrasion portion of the same biopsy specimen obtained from the border between 
abraded and nonabraded areas similar to that shown clinically in Figure 1. The epidermis is 
relatively flat in 3B, compared with 3A. Severe basophilic degeneration of the collagen in the 
upper cutis in 3A (extreme left of photo) is replaced by normally staining but horizontally 
striated collagen in 3B. The level of previous abrasion can be seen in 3B indicated by an 
arrow, below which coarse elastic fibers are present. None can be seen in regenerated dermal 
tissue above arrow. Elastic fiber stain; X 50. 

Fig. 10.—Two weeks after abrasion of the face. The new epidermis is firmly attached. A 
zone of pale-staining newly regenerated dermal tissue is present above the level of recent 
abrasion, indicated by an arrow. The young fibroblasts show a horizontal arrangement. Elastic 
fibers are present only in the old dermis below the level of abrasion. Elastic fiber stain; X 50. 

Fig. 11—Two weeks after abrasion of the back. Delicate black argyrophilic fibers are 
present throughout the regenerated area blending with coarse collagen bundles (staining 
reddish-brown) at the level of recent abrasion, indicated by an arrow. Argyrophilic fibers are 
also concentrated at the dermoepidermal junction with small upward projections, as in normal 
skin. Marked irrgular acanthosis is present. Reticulum stain; X 50. 


Fig. 14A.—Nonabraded area of the face of the same patient as in Figure 13. Elastic fiber 
stain; X 50 (for comparison with Fig. 14B). 

Fig. 14B.—Ten months after a third abrasion of the face. Same patient as in Figure 14A. 
Rete ridges appear normally prominent compared with Figure 14A and vascular supply fs 
similar. No elastic fibers can be seen in upper (regenerated) cutis, with resulting sharps line 
of demarcation at level of last abrasion indicated by an arrow. Below this, normal elastic 
fibers are present, Compare with elastic fibers in upper cutis in 14A. Elastic fiber stain; X 50. 
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DERMAL CHANGES—ABRASION 


Fig. 2.—Biopsy speci- 
men taken from border 
between abraded and non- 
braded areas of patient, 
similar to those shown in 
Figure 1, eight months 
post abrasion. On the 
right is the nonabraded 
portion, showing marked 
epidermal pigmentation 
and prominent rete ridges, 
and on the left is the 
postabrasion portion, 
which shows considerably 

and is rela- 
nin stain, 
reduced 15% from mag. 


X 400. 







from as early as eight months to four years 
after abrasion (Fig. 4). It could be argued 
that the abrasion had been incomplete, leav- 
ing islands of epidermis which had pre- 
malignant changes already in progress. 
However, as Figure 4 illustrates, a zone of 
new collagen, 0.4 mm. or more in thickness, 
can be seen between the base of the kera- 
tosis and the old collagen below the level of 


abrasion. This clearly indicates that the 
Fig. 4—New actinic 
keratosis occurring in 


eight-month postabrasion 
area. Note that there is 
a zone of new dermal 
tissue 0.4 mm. thick be- 
tween base of keratosis 
and level of previous 
abrasion (arrow). This 
indicates that the old epi- 
dermis had been removed 
completely in this area 
by the abrasion. 
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abrasion had been sufficiently deep to re- 
move not only the epidermis but most or 
all of the zone of basophilic degeneration 
as well and thus strongly suggests that these 
premalignant epidermal changes have arisen 
de novo. Furthermore, these findings are 
evidence against the concept held by some !: 
13.26 that basophilic degeneration of the col- 
lagen is an important cause of skin cancer 
and are in support of Montgomery’s con- 
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tention that malignant epidermal changes 
developing in chronic radiodermatitis are not 
merely secondary to the dermal changes.”® 

Despite these observations, the abraded 
areas are considerably less prone to develop 
actinic keratoses than adjacent nonabraded 
areas, even in patients observed for four 
years after abrasion. Therefore, abrasion 
is relatively effective in the prophylaxis of 
premalignant lesions, though not as com- 
pletely so as would be anticipated on theo- 
retic grounds alone. 

The failure of the previously abraded 
areas to approximate the color of the ad- 
jacent actinically damaged senile skin is un- 
desirable from a cosmetic standpoint and 
indicates the necessity of abrading large 
areas, evenly and without leaving interven- 
ing gaps (Fig. 1). The procedure should 
be extended at least. to the jaw line and 
should preferably include the neck in patients 
in whom cosmetic appearance is an im- 
portant consideration. When the prevention 
of skin cancer is the chief objective, then 
this consideration is less important. 

In contrast to fair-complexioned persons 
with actinically damaged skin, Negroes, or 
others racially pigmented, usually repigment 
to match the adjacent skin by about three 
months after abrasion, although subtle de- 


Fig. 5.—Cross section 
of intentionally created 
trough on back imme- 
diately after abrasion. 
Depth of trough averages 
1.0 mm. and_ thickness 
of adjacent nonabraded 
skin measures 4.5 mm. 
exclusive of subcutane- 
ous fat (total thickness 
not shown in photomicro- 
graph). Reduced 15% 
from mag. X 20. 
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grees of hypopigmentation with or without 
hyperpigmentation may persist for a year or 
longer. In each of these situations, the newly 
regenerated epidermis tends to become pig- 
mented to a degree that is genetically normal 
for that particular person. Thus, in the 
case of the person who is racially heavily 
pigmented, his “new” epidermis is essen- 
tially the same shade as the “old.” On the 
other hand, the “new” epidermis of the fair- 
complexioned white person is pale, matching 
in essence the covered portions of his body 
or his face in infancy. It would not be 
expected to match the adjacent skin, 

ologically altered by many ltt an 


exposure. 


Quantitative Studies on 
Dermal Regeneration 


In order to determine the amount of re- 
generation that occurs following abrasive 
therapy, experimental abrasion to a con- 
trolled depth was performed on the backs 
of two persons, intentionally creating long 
troughs with a sharp line of demarcation 
between abraded and nonabraded areas. Ex- 
cision biopsies were performed at intervals 
up to three months after the abrasion. The 
trough, as seen in cross section, 1s obvious 
in biopsy specimens taken immediately after 





Vol. 79, May, 1959 


Fig. 7A —Low-power 
view of entire biopsy spec- 
imen, including trough 
in cross section, three 
weeks after abrasion. 
Compare with Figure 5. 
Crust still covers right 
half of trough. Floor of 
trough is 0.7 mm. below 
nonabraded surface. Full 
thickness of section is 
4.5 mm. Reduced about 
15% from mag. X 10. 





eked Cd i s 


3 I 
rae 


E 


NS 


Pa 
E RY 
D 





Fig. 6—Section from 
edge of abraded trough 
shown in Figure 5 at 10 
days post abrasion. Epi- 
dermal regeneration is 
complete, but new epi- 
dermis is unattached to 
dermis, and this space 
contains a cellular ex- 
udate. No appreciable 
dermal regeneration has 
occurred. The transient 
dedifferentiation of seba- 
ceous glands following 
abrasion, described by 
Strauss and Kligman,™ is 
also shown. Reduced 15% 
from mag. X 50. 





Fig. 7B. — Higher 
power of left border of 
trough, showing marked 
irregular acanthosis. 
Newly regenerated der- 
mal tissue in center is 
in contrast to coarse col- 
lagen bundles of old 
dermis below and at left. 
Moderate lymphocytic in- 
filtrate is present. He- 
matoxylin and eosin; 
reduced 15% from mag. 


X 20. 


Fig. 8—Three months 
post abrasion, from same 
area as previous three 
figures, Full thickness of 
section is not shown. One 
edge of the trough is 
seen at left. Epidermis 
is flat and devoid of rete 
ridges. Newly regenera- 
ted dermal tissue shows 
no elastic fibers at this 
magnification in contrast 
to nonabraded dermis. 
Of original 1.0 mm. depth 
of abrasion, approx- 
imately 0.5 mm. has re- 


generated, leaving a 
deficiency of 0.5 mm. 
The new skin is thus 


approximately 4.0/4.5 or 
88% of its original thick- 
ness. Elastic fiber stain; 
reduced = slightly from 
mag. X 20. 

abrasion (Fig. 5). The depth of abrasion 
in a representative example measures 1.0 
mm., whereas the total thickness of the 
adjacent nonabraded skin is 4.5 mm, At 
10 days (Fig. 6), the groove is covered 
by epidermis but no dermal regeneration has 
occurred. At three weeks (Figs. 7A and 
7B), the floor of the groove is 0.7 mm. 
below the level of the adjacent skin surface. 
Three months after abrasion (Fig. 8), 0.5 
mm. has regenerated, still leaving a de- 
ficiency of 0.5 mm. clearly visible grossly 
before excision, as well as on the stained 
section. A similar experiment on the face 
gave comparable results. 

Thus, after abrasion to the moderate 
depth of 1 mm., comparable to that attained 
in abrading acne pits of average depth,” 3? 
dermal tissue regenerates substantially but 
not completely, so that the postabrasion skin 
is 85% to 90% of its original thickness. 
Most of this regeneration occurs during the 
second and third weeks after abrasion. The 
practical implication of these findings is that 
an appreciable, though not excessive, de- 
crease in the total thickness of the skin 
occurs with regeneration following abrasive 
therapy and gives experimental support to 
the clinical observation that the results of 
inadvertent grooving or gouging by the 
abrading instrument or the creation of sharp 
lines of demarcation at the periphery of 
abraded areas tend to persist. 
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Even repeated abrasion results in only a 


moderate decrease in total thickness. For 
example, a stained section of skin taken 
10 months after a third deep abrasion of 
the face measures 3.0 mm. in thickness, 
compared to 4.5 mm. for the preabrasion 
specimen obtained from a comparable area 
of the same patient. 


These findings are consistent with Bish- 
op’s* observation that repeated thin ex- 
cisions taken with a razor blade from the 
forearm did not result in appreciable thin- 
ning as long as the excision did not involve 
the reticular cutis but that deeper removal 
of tissue did result in visible thinning in the 
regenerated area. 


Sequence of Events 
in Dermal Regeneration 


We shall focus our attention primarily on 
the dermal component of regeneration as 
distinguished from the epidermal and ad- 
nexal components, since these have already 


received considerable attention.?2:;& 14161 
20-23,32 


Three days after abrasion to a moderate 
depth, there is no evidence of dermal re- 
generation, whereas epidermal regeneration 
has definitely begun, with tongues of epi- 
dermal cells, derived chiefly from the ad- 
nexa, lying on the surface of the abraded 
dermis and in turn covered by the heavy 
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crust which has formed (Fig. 9). In some 
areas there is a narrow zone of amorphous 
material, staining pink with hematoxylin 
and eosin, between the new epidermal cells 
and the abraded surface. This is apparently 
an exudate, free of cells at this time, in 
the region where dermal regeneration later 
begins. 

By 5 to 7 days on the face and 10 days 
on the back (Fig. 6), epidermal regenera- 
tion is complete but dermal regeneration is 
just beginning. Thus, epidermal regenera- 
tion clearly precedes dermal regeneration. 
The much richer supply of cutaneous ad- 
nexa on the face undoubtedly accounts for 
its more rapid epidermal regeneration. At 
this time, the new epidermis is very loosely 
attached to the underlying dermis or even 
unattached except at the periphery of the 
abraded area, the space between the new 
epidermis and the old dermis being filled 
with an exudate which now contains many 
round cells. This loose epidermal attach- 
ment is a good reason for not changing 
dressings frequently following abrasion, or 
better still, allowing a protective crust to 
form in lieu of a dressing,4417.23 

By two weeks after abrasion (Fig. 10), 
the new epidermis has become firmly at- 
tached. There is now a very conspicuous 
zone-of dermal regeneration in the upper 
cutis, resulting in a sharp line of demarca- 
tion between the pale-staining newly re- 
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Fig. 9—Three days 
after abrasion of the face. 
Tongues of epidermal 
cells (EP), derived from 
the adnexal cells remain- 
ing at and below the 
level of abrasion, have 
extended beneath the 
heavy crust (C) and are 
in direct contact with the 
surface of the abraded 
dermis (D), except in 
some areas, where a nar- 
row zone of exudate 
has formed. No dermal 
regeneration has occur- 
red. Reduced 15% from 
mag. X 50. 


generated dermal tissue containing numerous 
large young fibroblasts and new capillaries 
and the old deeper-staining collagen and 
elastic fibers below the level of abrasion. 
The new fibroblasts lie with their long axes 
almost uniformly in the horizontal plane, 
producing a conspicuously striated appear- 
ance. A reticulum stain (Fig. 11) shows a 
large number of delicate black argyrophilic 
fibers throughout the regenerated area, con- 
trasting sharply with the coarse collagen 
bundles staining reddish-brown below the 
level of recent abrasion. The black-staining 
reticulum is concentrated at the dermoepi- 
dermal junction, with small upward projec- 
tions, exactly as in normal skin. Since 
reticulum is generally considered to be im- 
mature collagen,!1%27.28 the presence of 
reticulum fibers, together with young fibro- 
blasts in the uppermost cutis, is clear evi- 
dence of dermal regeneration. The transition 
of reticulum fibers into collagen at the level 
of recent abrasion gives additional support 
for this concept. Sometimes at two weeks 
and especially at three weeks (Figs. 7A, 
7B, and 11), the epidermis, which contains 
no melanin, shows areas of marked irregular 
acanthosis, including about 3 mm. of the 
adjacent nonabraded epidermis. 

By two to three months after abrasion 
(Fig. 8), the epidermis has lost its earlier 
hyperplastic feature and is now relatively 
flat and devoid of rete ridges. 
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12A. — Non- 
portion of the 


Fig. 
abraded 
same biopsy specimen as 
Figure 12B, to show the 
normal elastic fiber size 
and pattern in the upper 
cutis for comparison. This 
is normal senile skin of 
the back, unexposed to 


actinic damage. Compare 


also with Figure 3A. 
Elastic fiber stain; re- 
duced 15% from mag. 
x 400. 


Under low-power examination (Fig. 8), 
elastic fibers appear to be entirely absent 
in the regenerated area. In some specimens, 
however, with use of higher power (Figs. 
12A and 12B), delicate new elastic fibers 
can be demonstrated, tending to run hori- 
zontally. In contrast, the adjacent non- 
abraded portion of the same specimen shows 
the normal, mainly vertical arrangement of 
elastic fibers in the upper cutis. When 
stained for reticulum, the regenerated dermal 





110/562 


A. M. A. ARCHIVES OF DERMATOLOGY 





tissue now takes the reddish-brown stain 
of mature collagen. 

Six months after abrasion of the face of 
a young white person, a pigment stain shows 
a normal amount of epidermal melanin. The 
blood vessels in the regenerated zone are 


IS}. “2ne 


cutaneous adnexa appear normal, though 


considerably engorged. (Fig. 


milia.1! which are commonly seen between 
one and two months, can still be demon- 
strated. The epidermis is of normal thick- 


Fig. 12B. — Three 
months after abrasion of 
the back. Delicate elastic 
fibers are visible at this 
power, with a horizontal 
tendency, i. e., parallel to 
the epidermis and to the 
horizontally oriented new 
collagen fibers. Compare 
with Figure 12A. Elastic 
reduced 15% 


x 400. 


fiber stain, 


from mag. 
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Fig. 13A.—Nonabraded 
skin of the face of a 28- 
year-old man, same pa- 
tient as shown in Figure 
13B, for comparison. He- 
matoxylin and eosin; 
reduced 15% from mag. 
7 Ot. 


ness, but rete ridges are substantially less 
prominent than in the preabrasion biopsy 
specimen obtained from a similar area on 
the face of the same patient. 

Ten months after a third abrasion of the 
face (Figs. 14A and 14B), the rete ridges 
appear well developed when compared with 
a nonabraded control specimen and there 
is no longer increased vascularity. Elastic 
fibers are still virtually absent in the re- 
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generated dermal tissue. This results in a 
sharp line of demarcation at the level of 
previous abrasion below which elastic fibers 
are normally prominent. By contrast, the 
nonabraded specimen from the same patient 
shows prominent elastic fibers in the upper 
cutis. 

It is interesting to note that reticulum, 
which we have found to appear early in 
dermal regeneration, also appears early in 


Fig. 13B.— Six months 
after abrasion of the 
face. The epidermis is 
comparable in thickness 
to that of a specimen 
from a similar area on 
the face of the same 
patient, though rete ridges 
are less prominent (com- 
pare with Figure 13A). 


-a - 
a er 
~ -a 


Vascular engorgement 
and a postabrasion milium 
are seen. The adnexa 


appear otherwise normal. 
Hematoxylin and eosin; 
reduced 15% from mag. 


X 50. 
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fetal development—during the third month.’® 
On the other hand, as we have seen, the 
regeneration of elastic fibers following abra- 
sion is delayed and incomplete. This seems 
significant, since they do not appear in the 
fetal dermis until late—the sixth month— 
and also appear late phylogenetically.” Thus, 
wound healing recapitulates ontogeny, which 
recapitulates phylogeny. 

Our observations on the early phases of 
epidermal and dermal regeneration are in 
essential agreement with the comprehensive 
studies of Gillman et al.14 on wound healing 
in Thiersch-graft donor sites. Their ma- 
terial was not obtained from the face, as 
was a considerable portion of ours, but we 
have both found that epidermal regeneration 
precedes dermal regeneration, as long as the 
removal of tissue, whether by excision or 
abrasion, does not extend deep enough to 
destroy the cutaneous adnexa. 


Summary and Conclusions 


After abrasion to a moderate depth, the 
dermis begins to renegerate after the epi- 
dermis has finished regenerating. This oc- 
curs at about 1 week on the face and 10 
days on the back. 

Dermal regeneration is not quantitatively 
complete, but the postabrasion skin approxi- 
mates 85% to 90% of its original thickness. 

The newly regenerated dermal tissue at 
first stains as reticulum, but by two months 
after abrasion stains as mature collagen and 
has a horizontally striated pattern. 

The postabrasion skin is relatively hypo- 
pigmented in fair-complexioned persons, in 
contrast to adjacent actinically damaged 
areas. 

Abrasion has definite, though limited, 
value in the prevention of skin cancer and 
precancer. 

The regenerated dermal tissue 1s deficient 
in elastic fibers—a histologic finding without 
clinical significance. 

After abrasion, basophilically degenerated 
collagen in the upper cutis is replaced by 
normally staining collagen. A corresponding 
clinical change occurs, so that the regen- 
erated skin is more elastic and youthful ap- 
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pearing than that of adjacent actinically 
damaged areas. 


2007 Wilshire Blvd. (57). 
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ABSTRACT OF DISCUSSION 


Dr. Sture A. M. JoHNson, Madison, Wis.: This excellent presentation by Dr. Ayres 
covers a step-by-step clinical and histological story of dermal changes seen following abrasion 
of the skin on different parts of the body, in different people, and age groups. 

The authors emphasize the importance of the part that vitality, activity, and amount of 
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adnexa play in the healing of the skin and in predicting the rate and type of regrowth that 
will take place. One would anticipate that regeneration of the epidermis and dermis would go 
hand in hand. Can the fact that they do not be explained ? 

I might suggest that nature, like the house-builder, wants the shingles on the roof before 
doing anything about the plastering. Although the authors make no comments regarding 
either clinical or histological observations on the effect of the duration of freezing before 
planing of the skin, I wonder whether Dr. Ayres might make some comment as to whether 
he has seen or feels that freezing causes any secondary effects on the underlying dermal 
structures which would make dermal healing slower than epidermal. 

The incomplete effectiveness of abrasion of sun-damaged and premalignant skin in prevent- 
ing recurrences of precancerous changes could be considered disappointing. On the other hand, 
one might emphasize as favorable the reduction in the number of recurrences and new actinic 
keratoses along with the rejuvenation process of wrinkled and flaccid skin. Many might pre- 
fer the homogeneous color and texture of the skin, freedom from fine and moderate wrinkles, 
and greater firmness and elasticity to the senile one that might be present. Could the hypopig- 
mentation be prevented by guarded and regulated premature postoperative exposure to sunlight? 
` The opportunity to study restitution of dermal tissue following abrasive removal to a 
moderate depth is particularly interesting. The authors have shown that after the first 
abrasion, 85% to 90% of thickness returns, and after the second, 85% to 90% of that remain- 
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ing after the first, and so on. Fortunately, at this rate, there will aways be skin left even 
after repeated abrasions. 

The demonstration by polarized light that the material seen in the foreign-body giant 
cells is most likely hair keratin must be pleasant news to many who have felt that they have 
been causing iatrogenic giant cells filled with pieces of steel brushes, disks, silica, and maybe 
even diamond chips from the tools of abrasion. 

Dr. Francis A. Erus, Baltimore: First, I wish to compliment Dr. Ayres on his beautiful 
paper. I have been interested in the regeneration of the skin following planing, and I should 
like to ask a few questions. 

Does Dr. Ayres think that planing is good for cloasma? Since, in this session, we have 
had much discussion of pigmentation, it would be nice to know why cloasma may recur if you 
plane the entire affected area. Where does the re-formed pigment come from? 

If 90% of the dermis regenerates in a few months, we can see why, for deep pits, plamng 
is not the answer. Suppose we have pitted scars 4 mm. deep and we plane off 2 mm. of cutis, 
leaving a 2 mm. pit, then in several months, 90% of the planed dermis regenerates, we end 
with a pitted scar about 4 mm, in depth. We have practically not changed the depth of the pit 
at all. Well, you can say, surgically, you can remove that pit and replace it with a skin graft, 
but if you have a badly pitted face, that it is not very practical. 

I was very interested in a slide that I saw from a case of xeroderma pigmentosa, in which 
one found a carcinoma arising from the bottom of a sebaceous gland, showing that in some 
cases at least the skin appendages do carry this cancer potentiality. Personally, I think that 
planing of the senile skin or precancerous type of skin is very practical. Here one replaces 
the epidermis and has under this a regenerated collagen. My experience is very limited and 
time will tell how soon the precancerous lesions recur in the regenerated skin. The final 
results will depend on many factors in the patient’s planed skin. 

Dr. ADOLPH ROSTENBERG JR., Chicago: I should like to congratulate Dr. Ayres and his 
co-workers on an interesting clinical paper. 

I rise primarily to suggest that techniques such as dermabrasion might be used to elucidate 
various problems. For example, an important point is, do lymphocytes invade the epidermis 
and become transformed into epidermal cells? This has far-reaching implications, particularly 
to those interested in immunology. The American anatomists, Andrews and Andrews, have 
asserted that they do, and Hagerman in Sweden has supportive evidence based on fluorescent- 
tagged lymphocytes. It occurred to me that this technique might be used to study such a 
point in the regenerating epidermis. 

Dr. Ervin Epstern, Oakland, Calif: Our thanks and congratulations should go to Dr. 
Ayres and his co-workers for confirming, by careful microscopic studies, a fact based hitherto 
on clinical observation only, In other words, the actinically damaged senile skin regenerates 
normally after dermabrasion. Furthermore, it usually requires a great deal more new solar 
radiation before the precancerous senile changes recur. This is a big step forward in the 
prevention of cutaneous cancer in skin that has been chronically damaged to the point of the 
development of keratoses and epitheliomas. 

We now have follow-ups of three to four years in patients with precancerous skin who 
have been planed. From the clinical standpoint, certain statements seem to be justified. The 
procedure decreases the future formation of keratoses and epitheliomas. This protection is not 
complete. Some recurrences develop shortly after planing. Furthermore, since the heredity of 
the epidermis is not changed by planing, continued exposure to radiation precipitates recurrences. 
However, if the person shows any judgment at all and takes his solar radiation in moderation, 
the patient who formerly could expect to look forward to spending the rest of his days as a 
“dermatologic cripple” can anticipate a life of comparative freedom from serious or frequent 
complications of this type. 

Of course, the fact that the biopsy specimens showed no remaining epidermis after planing 
but recurrences developed anyway does not prove that all of the epidermis was removed unless 
serial sections were performed. However, speaking from the clinical standpoint, we have 
seen prompt recurrences in patients in whom the dermabrasion seemed to extend deeply into 
the corium. Therefore, we might assume that the recurrences develop in the new epidermis 
arising from the adnexa. According to this theory, the adnexal epidermis may have been 
damaged to a greater extent than we realize by the noxious radiations that affected the outer- 
most covering of the skin. However, we cannot overlook the possibility that microscopic-sized 
islands of epidermal tissue may have survived the surgical procedure. 
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In my experience, there has been no difference in the postoperative pigmentary changes in 
these patients as compared to those planed for cosmetic reasons, provided the latter are sun- 
worshippers also. In my mind and in the minds of many others who have had extensive ex- 
perience with this procedure in precancerous skin, the prophylaxis of malignant degeneration 
in the skin is the prime indication for planing today. 

Dr. HAMILTON MontcoMery, Rochester, Minn.: I have no experience with the histopatho- 
logic changes following a planing operation. I wish, however, to call attention to a monograph 
by Dr. Shattuck Hartwell, of Muskegon, Mich., on the mechanisms and healing in human 
wounds, published by Charles C Thomas, Springfield, TIl., in 1955. Dr. Hartwell’s monograph 
is based mainly on extensive study of surgical wounds when he was a Fellow at the Mayo 
Clinic. He showed that it was not the basal cells but the prickle cells that grew over the 
connective tissue in the cutis and if the dermal appendages were not involved then the cells 
from the dermal appendages would cover up the wound with a minimum of scar activity. 

There are a good many articles from Durban, South Africa, by Gillman and his associates 
regarding healing of wounds under various conditions and reporting the fact that if the hair 
follicles are not destroyed one gets better results and less scarring. This fact applies as well 
to dermal abrasion. . 

Dr. NorMAN Epstein, San Francisco: I rise to point out a simple way of improving the 
skin as described here today, with precancerous, keratotic, actinic changes. To my mind, the 
first change is inflammatory and, often, these people have some seborrhea with it. 

I have been able, and I know that many of you, too, perhaps, have been able to influence 
these skins by the simple use of hydrocortisone ointments before surgery is done. It is very 
much worth while to give them a trial, along with other measures of prevention, such as 
staying out of the sun and wind and so on. The liberal use of steroid ointments has been 
effective in some of my cases. 

Dr. Marton B. SULZBERGER, New York. I think that Dr. Ayres’ paper shows how much one 
can discover by means of a simple approach to a clinical measure by studying it carefully, 
without complex and expensive equipment and with old and familiar techniques. I want to 
congratulate him. 

I agree with Dr. Norman Epstein most emphatically that the combatting of the inflam- 
matory component of these senile skins with their precancerous changes is an important 
therapeutic approach and a very beneficial one. In such cases I have also used hydrocortisone 
together with other agents, such as Vioform and the other hydroxyquinolines, to combat the 
inflammation and infection. 

I should like to describe a simple experiment on one case that we carried out—that is, 
Dr. Alfred Kopf and Dr. Victor Witten and I—on a little girl with vitiligo. This was a case 
which did not respond to methoxsalen. This was one of the seven out of eight cases that does 
not respond. We abraded, by deep abrasion, a normally pigmented area of skin and also the 
vitiliginous skin and garnered the debris from each area separately and in as clean a fashion 
as we could. We transported the material gathered from the pigmented area to the abraded 
zone of the vitiliginous area and vice versa and attempted to let it heal in under sterile gauze 
dressings. Nothing happened. There was no pigment genesis with those cells that we carried 
over from the pigmented area to the vitiligo and probably no “take,” either. 

Dr. SAMUEL Ayres IIT: I particularly want to thank Dr. Johnson for his very generous 
comments in opening the discussion. He asked several specific questions, Regarding the rela- 
tion of freezing and especially depth of freezing to the question of wound healing, I do not 
believe that that was an issue. There had been previous work done on wound healing, particu- 
larly by Gillman and his co-workers in South Africa on wound healing in Thiersch-graft 
donor sites, and our work in essence seemed to confirm theirs. Theirs did not involve the 
use of freezing, as our work did, yet the sequence of events in wound healing was similar. 
They stressed, and we also should like to stress, that in removal of tissue, whether by abrasion 
or by dermatome or whatever method, if the depth of the destruction is not such that the adnexa 
are completely destroyed, then the mechanism we have described is the correct one, in that the 
epidermis grows across first and then the dermal components regenerate, whereas, on the other 
hand, the older concept of wound healing is still true if one is speaking of a wound in which 
the total thickness of the skin, including the adnexa, is destroyed. Then, you have healing by 
so-called secondary intention, with true granulation tissue forming and subsequent epidermal 
bridging across from the wound margins. It is important, I think, to distinguish between those 
two mechanisms. However, I feel emphatically that the effect of freezing is not sufficient to 
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alter this mechanism, and I think that Strauss and Kligman pointed out, in their fairly recent 
article in the A. M. A. Arcuives of DerMatotocy, that the depth of freezing on the face, 
even on very prolonged freezing, is not greater than about 2 mm. The frozen skin seems to 
form a barrier to deeper freezing. 

The question of sunlight exposure, deliberately and in a good amount, to prevent hypopig- 
mentation, we have not tried as such, although these patients in general, in this senile, ac- 
tinically damaged group, have been warned to avoid excessive exposure. However, we have 
in mind an experiment in which we will be able more objectively to try to deliver exposures 
of sunlight and artificial ultraviolet to controlled areas as compared to adjacent nonexposed 
areas, to see how much difference this makes. 

I should like to emphasize that this is a relative hypopigmentation, not a complete absence 
of pigmentation, in these areas. In the younger age group with acne scars, for example, the 
pigmentation in the postabrasion areas generally assumes that amount that the person had at 
a somewhat younger age. 

The question of the foreign-body giant-cell reaction seen at three weeks post abrasion was 
omitted in the final version of the presentation but was a very interesting phenomenon on 
which we hope to report in detail later. 

In answer to Dr. Rostenberg, I have no answer on the lymphocytic infiltration of the 
epidermis. We are not looking for that specifically, so I do not recall that feature. But I 
should like. to endorse his idea, certainly, that the general use of abrasion as a study tool is 
extremely useful and can be done in many different ways, particularly with relation to dermal 
structures which have not received too much attention as compared to epidermal and adnexal 
structures. 

To Dr. Ellis, regarding the planing for chloasma, the fact that it does recur, with which 
I agree, in many cases, probably relates to the fact that there is some unknown factor that 
causes chloasma in the first place and, whatever it is, causes it to recur, just the same as the 
Negro skin tends to repigment to its normal degree. Certainly, planing is not the answer to a 
very deep pit. As we pointed out in a recent article (Feb., 1958) in California Medicine, if you 
fail to abrade to the full depth of the pit, then this dermal regeneration on all sides of the pit 
nearly reconstitutes the original architecture. 

To Dr. Ervin Epstein, we did do serial sections on these, and I believe this was a bona 
fide occurrence; that is, a new occurrence of an actinic keratosis and not a failure to abrade 
away the epidermis adequately. I should certainly urge caution in treating radiodermatitis 
with abrasion. For limited areas, one can use it with caution, but, for large areas, such as 
the whole face, in which the adnexa have been destroyed, I should urge the greatest conserv- 
atism. 

To Dr. Montgomery, I think the work referred to is that of Gillman and his co-workers, 
previously mentioned. 

I have not had experience with the use of hydrocortisone ointment to combat the inflam- 
matory aspect of actinic keratoses mentioned by Dr. Norman Epstein and by Dr. Sulzberger, 
but I think that it is most interesting. 
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Value of Patch Tests in Dermatology 


Special Study of Follicular Reactions 


S. WILLIAM BECKER, M.D., and MICHAEL PATRICK O'BRIEN, M.D., Long Beach, Calif. 


The patch test has assumed its rightful 
place as a useful tool in the diagnosis of 
suspected allergic contact dermatitis (ec- 
zema). The original method of Jadassohn 
‘and Bloch has undergone modifications de- 
signed to insure continuous contact between 
the allergen and the epidermis (pressure 
method of Fernström) and use of trans- 
parent receptacles for contact with liquids 
and gases.” 

Employment of patch-testing has varied 
greatly. In the late 20’s and early 30's, 
routine patch-testing to a standard group 
of allergens was practiced by many insti- 
tutions, but, at present, testing is usually to 
materials which may have been encountered 
in the patients’ occupations or activities. 
Preemployment patch-testing and patch- 
testing to articles of clothing and various 
cosmetic or therapeutic preparations to be 
used on the skin are discussed by Schwartz 
et al.’ Ayres* has suggested that pretreat- 
ment patch tests be made on patients who 
present possible occupational dermatitis 
with the various medicaments which might 
be used in therapy. 


Purpose of Study 


At the Long Beach Veterans Administra- 
tion Hospital, a considerable number of 
patients have, in addition to primary derma- 
titis, secondary toxic (or allergic), more 
or less generalized dermatitis as a result of 
so-called autoeczematization, which has 


Submitted for publication Aug. 7, 1958. 

Read before the Section on Dermatology at the 
107th Annual Meeting of the American Medical 
Association, San Francisco, June 25, 1958. 

From the Veterans Administration Hospital ; 
Chief, Section of Dermatology (Dr. Becker) ; 
Senior Resident in Dermatology (Dr. O’Brien). 


been reviewed recently by Young, who 
studied 60 patients with “generalized autog- 
enous eczema.” Lipschultz*® believes that 
the disorder constitutes allergic reaction to 
products of secondary infecting organisms, 
alone or in combination with substances 
derived from epidermal cells and keratin. 
Miescher* has shown that bacterial prod- 
ucts, when used as patch tests, produce 
eczematous reaction. Most of our patients 
had positive bacterial cultures, almost ex- 
clusively coagulase-positive hemolytic Staph- 
ylococcus (Micrococcus) pyogenes var. 
aureus, 

Anamnestic and clinical considerations 
have fallen short of establishing a satisfac- 
tory diagnosis of the primary dermatitis, 
It seemed, therefore, that patch-testing with 
a routine list of allergenic chemicals and 
the oleoresins of plants from this region 
might aid in identifying the original erup- 
tion as one caused by epidermal allergy, in 
case some reactions were positive, or pos- 
sibly as one of functional nature, in case 
all patch tests were negative, as discussed 
by Becker and Obermayer.’ It is, of course, 
always possible that the patient may be 
allergic to some substance or substances not 
included in the test materials. 

The list of substances used is shown in 
Table 1. The tests were made with elasto- 
patches, which were removed in 48 hours 
and the reaction recorded, with additional 
observation usually one or more days later. 


Results were recorded as negative or 1+, 
2+, 3+, or 4+, 


Results 


The chemical allergens were applied to 
110 patients, after the dermatitis had prac- 
tically subsided, 69 of whom showed posi- 
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TABLE 1.—Routine Patch Tests 
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Chemical 


_ Procaine hydrochloride (Novocain), 1% 

_ Tincture nitromersol (Metaphen), 1:200 

_ Merbromin (Mercurochrome), 2% 

Resorcinol, 1% aqueous 

Copper sulfate, 1% aqueous 

Formaldehyde, 2% aqueous 

Sudan III, 5% in olive oil 

Chromium trioxide (chromic acid), 1% aqueous 

. Resorcinol, 1% alcoholic 

10. Mercuric chloride, 1:1,000 aqueous 

11. Nickel sulfate, 5% aqueous 

12. Ammonium fluoride, 5% aqueous 

13. Quinine hydrochloride, 1% aqueous 

14. Tetrabromofluorescein (eosin) powder 

15. Potassium iodide 25% in lanolin and petrolatum, in equal 
amounts 

16. Ammoniated mercury ointment, 5% 

17. Butamben (Butesin) picrate, 1% (nitromersol 1:5,000) oint- 
ment 

18. Whitfield’s ointment and petrolatum, in equal amounts 

19. Ethylaminobenzoate (Benzocaine), 5% in hydrous woolfat 
(lanolin) and petrolatum, in equal amounts 

20. Crude coal tar ointment, 5% 

21. Ichthammol in petrolatum, 10% 

92. Iodochlorhydroxyquin, U. 8. P. (Vioform) in petrolatum, 
10% 

93. Sulfur in petrolatum, 10% 

24. Gum turpentine (50% in olive oil) 


CHARA WN 


Oleoresin 


Bermuda grass 

. Chrysanthemum 
Cosmos 

Crab grass 
Downy brome grass 
False ragweed 
Geranium 

. Johnson grass 

. Lamb’s quarters 
10. Poison ivy 

11. Poison oak 

12. Poison sumac 
13. Short ragweed 
14. Snapdragon 


a 


tive reactions (Table 2). The reactions to 
nickel, chrome, copper, and fluoride were 
usually follicular or poral (recorded as 
folliculoporal) in nature. Oleoresins were 
applied to 56 patients, 16 of whom reacted 
(Table 3). The following patients pre- 
sented significant reactions. 

Case 1—A male Negro shoe-shiner, aged 45, 
was seen on Nov. 1, 1955, with severe dermatitis 
of all surfaces of both hands. He had had previous 
dermatitis of the hands in 1950. The eruption 
healed, and he was discharged on Dec. 12. He was 
seen with a severe recurrence on the same areas on 
May 29, 1956. The eruption receded under therapy, 
and patch tests to chemicals were applied. He 
reacted positively to chromium trioxide (chromic 
acid) with a folliculoporal reaction and to turpen- 


CHARA RON 
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TABLE 2.—Results of Chemical Patch Tests * 








No. 

Chromium trioxide (14% aqueous) 14 (12.7%) 
Oto-Derm (mercuric nitrate) 13 
Benzoic & salicylic acid (Whitfield’s) ointment & 

petrolatum aa 12 
Nickel sulfate (6% aqueous) 11 (10%) 
Copper sulfate (1% aqueous) 8 (7.3%) 
Ammonium fluoride (5% aqueous) 8 (7.3%) 


Ammoniated mercury ointment, 5% 8 

Ethyl aminobenzoate (Benzocaine) (5% in 
hydrous wool fat & petrolatum aa) 

Crude coal tar ointment, 5% 

Vioform (10% in petrolatum) 

Procaine hydrochloride (Novocain), 1% 

Butamben picrate, 1% 

Nitromersol (Metaphen), 1:5,000 

Gum turpentine (50% in olive oil) 

Nitromersol tincture, 1:200 

Merbromin (Mercurochrom), 2% 

Resorcinol, 1% aqueous 

Sudan III (5% in olive oil) 

Mercurie chloride (1:1,000 aqueous) 

Potassium iodide (25% in hydrous wool fat & 
petrolatum aa) 2 

Resorcinol (1% in alcohol) 2 


-1 
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* Patients tested, 110; number reacting, 69. There were no 
reactions to the following chemicals: quinine hydrochloride (1% 
aqueous), tetrabromfluorescin (Eosin) powder, ichthammo 
(Ichthyol) (10% in petrolatum), and sulfur (10% in petrolatum) 


tine. Patch test to a brand of tan shoe polish was 
also positive. 

In order to study the development of the re- 
action to chromium trioxide patch tests were 
applied and biopsy specimens were removed at 
hourly intervals up to 6 hours, then at 24, 36, and 
48 hours (Fig. 1). At the end of one hour peri- 
vascular lymphocytic reaction was evident. This 
reaction slowly increased in severity until, in ad- 
dition, at four hours (Fig. 24) lymphocytic infil- 
trate was seen about the superficial portion of 
sweat ducts. At 24 hours, the reaction was identical 
but more pronounced (Fig. 2B). At 36 hours, the 
reaction was still more pronounced (Fig. 2C), 
while at 48 hours (Fig. 2D), perifollicular vesico- 
pustulation was evident. One specimen, taken 48 
hours after removal of the patch test, showed pro- 
nounced dermal edema but no epidermal vesicula- 
tion (Fig. 2E). 

Intradermal injection of 0.04 ml. of 1:100,000 
solution of potassium bichromate, according to the 
method of Epstein, showed severe dermal edema 
with moderate perivascular lymphocytic infiltrate 
but no epidermal vesiculation (Fig. 2F). 

Social study revealed that he was a definitely 
hostile, ingratiating person with a stammering 
speech defect so severe that he could scarcely speak. 

Case 2—A plasterer, aged 65, who also worked 
with cement, was first seen on Dec. 10, 1957, with 
chronic dermatitis of 20 years’ duration. The 
current eruption had been present for two weeks. 
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Fig. 1 


7 ( Case 
reactions to 0.5% chromium trioxide. 
patch had just been removed at 48 hours. 


patch-test 
The lower 


1).—Folliculoporal 


The dermatitis had started originally when a cast 
had been applied to the right hand after a fracture. 
Generalized vesicular eruption had followed. He 
had had periodic exacerbations after periods of 
work in dusty atmosphere. He had had an opera- 
tion for gastrointestinal bleeding in 1955. He had 


TABLE 3.—Results of Oleoresin Patch Tests 
a amsn 
Patch Test 
(56 Patients) 


Reactions, No. 
(16 Patients) 
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Becker—O’ Brien 


arthritic deformity of the fingers, biceps tendinitis, 
and deltoid bursitis. He presented exudative derma- 
titis of the hands and feet. Patch tests were all 
negative, except a 2+ folliculoporal reaction to 
chromium trioxide. Intradermal injection of 0.05 
ml. of 1:100,000 potassium bichromate revealed a 
clinically positive reaction after 48 hours. Micro- 
scopic section showed moderate perivascular lym- 
phocytic infiltration, with dermal edema and slight 
intercellular epidermal edema. Diagnosis was made 
of probable exudative neurodermatitis. He de- 
veloped an axillary abscess from which S. pyogenes 
var. aureus, coagulase-positive, was cultured. 


Case 3.—A single male electrician, aged 37, had 
had urticaria at the age of 4 months, dermatitis 
after infection at 9 months, and dermatitis at 4 
years of age. He suffered a severe recurrence while 
in high school, in 1938. He had rheumatic fever 
in 1939, when the dermatitis became worse. He 
enlisted in the Air Force in 1939 and was dis- 
charged because of the dermatitis in 1943. Since 
that time he has worked primarily in the aircraft 
industry. His most recent work was as electrician, 
in which occupation he drilled through aluminum 
coated with zinc chromate primer. He is a food 
faddist and cooks his own food, and he may not 
have received an adequate diet. 

He presented patches of dermatitis over many 
parts of the body (Figs. 3 and 4). Diagnosis was 
made of exudative neurodermatitis. After the 
dermatitis had improved, patch tests were per- 
formed to chemicals and oleoresins. The only 
positive reaction was to chromium trioxide. He was 
also positive to an aluminum disk coated with zinc 
chromate primer. Microscopic section revealed a 
folliculoporal reaction (Fig. 5) with perifollicular 
vesicopustules. 

Scratch tests in the allergy clinic revealed 1+ 
reaction to beef and dried (brewer’s) yeast. Intra- 
dermal tests revealed 1+ reactions to rye and 
almond; 2+- reactions to corn, buckwheat, peach, 
orange, celery, tomato, cashew nuts, peanuts, hazel- 
nuts, English and black walnuts, all feathers, and 
kapok, and 3+ reactions to green peas, Brazil nuts, 
orris root, and house dust. Tests showed 2+ and 
3+ reactions to hairs. Plant tests evoked 2#, 
3+, and 4+ reactions to many plants. 


Psychological evaluation revealed that he is a 
hyperkinetic person with a “machine gun” speech. 
He was considered to have chronic undifferentiated 
schizophrenic reaction. 

In spite of therapy, his dermatitis appeared 
periodically in various areas and healed slowly and 
only partially. 

Case 4.—A farm helper, aged 64, was first seen 
on Sept. 27, 1955, with exudative dermatitis of five 
months’ duration which had started on the right 
foot and spread to involve most of the trunk and 
extremities. He had done considerable spraying of 
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Fig. 2 (Case 1). 


reaction to 0.5% chromium trioxide. 





All magnifications reduce 
Perivascular and periductal lymphocytic infiltrate. B, 
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25% from mag. 100. A, 6-hour patch test 


(24 hours) dermal infiltrate and periductal epidermal spongiosis. C, (36 hours) periductal 


epidermal vesiculation. 
after removal of patch test at 48 hours. 
potassium bichromate solution. 


trees with various chemicals. As the lesions healed, 
they became lichenified. Diagnosis was made of 
exudative dermatitis with lichenification. 

General physical examination revealed no ab- 
normalities, and ECG was within normal limits. 
Patch test showed 4+ folliculoporal reaction to 
nickel sulfate, 3+ folliculoporal reaction to am- 
monium fluoride, 2+ reactions to butamben 
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D, (48 hours) perifollicular vesicopustule. 
F, 48 hours after injection of 0.05 ml. of 1 :100,000 


E, dermal edema two days 


(Butesyn) picrate and ethyl aminobenzoate ( Benzo- 
caine) and 1+ reaction to 5% crude-coal-tar 
ointment. He knew of no previous contact with 
these chemicals. 


Serial patch tests to 5% nickel sulfate, were 
biopsied at 8, 24, 36, and 48 hours. The findings are 
as follows: at 8 hours, mild perivascular lympho- 
cytic infiltrate (Fig. 64); at 24 hours, moderate 
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Figure 3 


Fig. 3 (Case 3).—Dermatitis of hands. 
Fig. 4 (Case 3).—Dermatitis of neck. 


perivascular and periporal lymphocytic infiltrate 
and slight periporal epidermal edema (Fig. 62) ; 
at 36 hours, the same, with slight aggravation ( Fig. 
6C); at 48 hours, the same, with increased epi- 
dermal edema (Fig. 6D). 

The dermatitis was resistant to therapy and 
yielded only to steroids. When it was nearly 
healed, the patient suffered coronary occulsion and 
died. 

Case 5.—A Negro postal employee, aged 34, 
gave a history of having had dermatitis on the right 
foot and the popliteal regions for one year. He had 
hay fever and gave a history of allergic disease 
in his family. He presented exudative plaques of 
dermatitis on his right foot and in the popliteal 
regions. Under treatment, the exudative reaction 
disappeared and the plaques were lichenified (Fig. 
7). It was concluded that the exudation had been 
caused by secondary infection and/or irritative 
therapy. Diagnosis was made of dry neuroderma- 


FERLA 
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Figure 4 


titis. Biopsy specimens from the left popliteal 
space and the right foot showed epidermal hyper- 
keratosis, hypergranulosis, and acanthosis, with no 
intercellular edema or vesiculation. The dermis 
showed moderate perivascular lymphocytic infiltra- 
tion. The picture was compatible with that of 
chronic dry neurodermatitis. 

Patch tests to chemicals showed 1+ reaction 
(folliculoporal) to formalin and ammonium fluoride 
and 1+ reaction to 25% potassium iodide. Patch 
tests to oleoresins showed 2+ reaction to poison 
ivy, poison oak, and poison sumac (Fig. 8). Micro- 
scopic examination of the reaction to poison oak 
showed no change in the epidermis, with moderate 
perivascular lymphocytic infiltrate in the super- 
ficial dermis (Fig. 9). The reaction was interpreted 
as a sign of dermal allergy. 

Scratch tests, carried out in the allergy clinic, 
showed 1+ reaction to egg white, rye, wheat, soy 
bean, rabbit meat, milk, and pyrethrum and 2+ 


Fig. 5 (Case 3).—Follicular 
vesicopustule from 48-hour 
patch-test reaction to 0.5% 
chromium trioxide. 
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H 





nickel sulfate. 4, (6 hours) perivascular and periductal lymphocytic infiltrate. B, (24 hours) 
periductal epidermal edema. C, (36 hours) periductal epidermal edema. D, (48 hours) small 
periductal epidermal vesicle. 


Fig. 7 (Case 5).— Lichenifed 
neurodermatitis in popliteal region. 





122/574 Vol. 79, May, 1959 


VALUE OF PATCH TESTS 


4 


swe 


i 
ei 


i e, 
wy. Ag W DAA e y . t 
S ee oe ee 
wag e 
kark j , Vaca 
N on $ à € 
+, ` En 


Fis 
A 5 


the 
t 





ee, i 


Fig. 8 (Case 5).—Positive 48-hour patch-test 
reactions to oleoresins of poison ivy, poison oak, 
and poison sumac. 


reaction to ginger, goose and turkey feathers, and 
Endos dust.* There were positive reactions to plant 
proteins, including molds and fungi, varying from 
1+ to 4+. Intradermal tests showed many 1+, 


* Endos dust is a concentrated house dust mar- 
keted by the Endo Company. 





Becker—O’Brien 


2+, 3+, and 4+ reactions to foods and environ- 
mentals. He was given’a high-wheat diet under 
which the dermatitis continued to improve; hence, 
wheat was not considered causative or aggravative. 
He was given hyposensitizing injections to environ- 
mentals and late spring pollens. The eruption 
yielded slowly to treatment. 


Nature of Follicular Reactions 


Papular or papulovesicular reactions to 
patch tests have been reported for many 
years and have been interpreted in various 
ways. Sulzberger? interpreted them as 
caused by primary irritation. Our finding 
of only 7.3% from copper sulfate and am- 
monium fluoride, 10% from nickel sulfate, 
and 12.7% from chromium trioxide would 
scarcely warrant such an opinion. We, 
therefore, believe that the reactions result 
from dermal allergy and not primary irrita- 
tion. Epstein ™ intimated that folliculoporal 
reactions may either be allergic or follow 
primary irritation. 

Schwartz et al? gave the following defi- 
nitions : 

A primary cutaneous irritant is an agent which will 
cause dermatitis by direct action on the normal skin 
at the site of contact if it is permitted to act in 
sufficient intensity or quantity for a sufficient 
length of time .... A cutaneous sensitizer is an 
agent which does not necessarily cause demon- 
strable cutaneous changes on first contact, but may 
effect such changes in the skin that, after five to 


seven days or more, further contact on the same 
or other parts of the body will cause dermatitis. 


Fig. 9 (Case 5).—Forty-eight- 


hour patch-test reaction to 
poison oak. Dermal reaction 
only. X 100. 
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Combined Hypersensitivity to Certain 
Metals 

In our small series, combined reactions 
were few in number. Eight patients reacted 
to chrome alone; five reacted to nickel alone, 
and two, to copper alone. One reacted to 
chrome plus nickel; two, to chrome plus 
copper; two, to nickel plus copper, and two, 
to all three. Epstein ™ reviewed the litera- 
ture and expressed his belief that there is 
true cross sensitivity between nickel and 
copper but found none between nickel and 
chromates. Since chrome, nickel, and cop- 
per often elicit folliculoporal reactions, it 
might be advantageous to study the type of 
patients involved, i. e., those with dermal 
but not epidermal allergy (those who are 
prone to develop functional dermatitis but 
rarely, if ever, contact eczema). For in- 
stance, Simon’s 1? microscopic illustrations 
of positive patch tests to human dander 
showed periporal reactions, which would 
seem to denote dermal rather than epider- 
mal allergy. 


Comment 


The results of our patch tests were of 
considerable value in interpretation of the 
patient’s primary dermatitis. The eczema- 
tous reactions, interpreted as representing 
epidermal allergy, signified that the patient's 
primary dermatitis may have been the result 
of epidermal allergic reaction, while positive 
folliculoporal tests suggested dermal allergy 
and that the primary dermatitis is more apt 
to have been functional in nature. If all 
tests are negative, primary functional der- 
matitis is also suggested. 

Dermatitis from nickel and chromates is 
ably discussed by Epstein, ° with an ex- 
tensive review of the literature. Walsh ° 
discussed chromate hazards in industry, and 
Hall analyzed occupational dermatitis in 
the aircraft industry, where most eruptions 
were caused by chromates. Ekblad ™ placed 
shoe polish at the head of his list of eczema- 
tous sensitizers and stated’ that one partic- 
ular brand was usually the offender. It is 
not known whether the tan polish contains 
chrome, to which our patient (Case 1) was 
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allergic. Denton et al! found sufficient 
chromate in cements in the United States 
to produce allergic reactions in hypersensi- 
tive patients, such as our Case 2. 


Persistence of dermatitis after removal 
from all known contacts with chromates, as 
illustrated by our Case 3, conforms to the 
findings one of us (S. W. B.), presented 
in 1946 * and interpreted as functional der- 
matitis rather than eczema from epidermal 
allergy to chromates. Dermatitis in Case 3 
started during infancy and recurred inter- 
mittently throughout life but was accentu- 
ated during his contact with chrome în 
the airplane industry. Strauss and Klig- 
man !8 may have observed the same mecha- 
nism as in our Case 5 in their accentuation 
of dermatitis from 3-pentadecylcatechol by 
administration of substances to which the 
patients’ dermis was allergic. They did not 
illustrate the microscopic picture of positive 
patch-test reactions, which could also have 
been dermal, as in our Case 5, with positive 
reaction to poison oak, and by Epstein,?® 
in his Figure 5, a patch-test reaction with 
no evident epidermal vesiculation but with 
a pronounced dermal reaction. 


Summary and Conclusions 


Patch tests to chemicals and to oleoresins 
are carried out on 110 and 56 patients, 
respectively, after their partial recovery 
from extensive ‘“‘autosensitization derma- 
titis.” 

Reactions obtained to chemicals in 69 
patients were usually eczematoid or follic- 
uloporal. Reactions to oleoresins in 16 pa- 
tients were erythematous, edematous, and, 
at times, vesicular. 

Serial biopsy in patients with folliculo- 
poral reactions showed that the primary 
reaction is dermal, with secondary folliculo- 
poral epidermal vesiculation, which was 
interpreted as fundamentally dermal in 
origin. 

Folliculoporal reactions were found most 
frequently in patients with functional. der- 
matitis. One nonfollicular reaction in a 
patient with neurodermatitis revealed, on 
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biopsy, pronounced dermal but no epider- 
mal reaction to the oleoresins of poison oak. 


Folliculoporal reactions to metals may 
result from the type of patient—dermally 
but not epidermally allergic—as seen pre- 
dominantly with functional dermatitis. 


Recurrent dermatitis after removal from 
industrial contact with chromates may be 
functional in nature. 


Further biopsies on patients with appar- 
ently epidermal allergy may reveal that the 
site of reaction is in the dermis rather than 
in the epidermis. 


Veterans Administration Hospital (4). 
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Primary Actinomycosis of the Upper Extremity 


ROYAL M. MONTGOMERY, M.D., and WILLIAM A. WELTON, M.D., New York 


This case of actinomycosis involving the 
hand and arm is noteworthy because of the 
unique location. Not only was the skin 
affected but also the subcutaneous tissue, 
muscle, periosteum, and axillary node of the 
right arm. No discernible history could be 
elicited of any injury, occupational contact, 
or endogenous foci. 

Most cases of actinomycosis of the skin, 
reported in the literature, reveal a history 
of farm work or of trauma due to human 
bites or of fist blows to the mouth. The 
cases resulting from oral contact include 
three involving the hand; in each instance 
the patient had hit another person on the 
mouth (Cope,!~ McWilliams,? and Bur- 
rows). Others in which oral contact was 
suspected were 14 cases of primary actino- 
mycosis of the breast, reported by Davies,* 
and one, described by Robinson,® in which 
the infection was traced to a human bite. 

Farm contacts were associated with 31 out 
of 67 cases of actinomycosis of the skin 
reviewed by Klaber. Many of his remain- 
ing 36 histories were inconclusive. Other 
recorded cases include one of a horseback 
rider with an infected subgluteal bursa 7 and 
another of a trapper with extensive actino- 
mycosis of the hand.* Two cases from farm 
areas of Italy were reported by Ronchese ° 
and Finch.” No obvious traumatic injury 
was apparent in either of these cases. 
Milian *! recorded a case of actinomycosis 
of the hand in which the original injury 
may have been caused by a rusty nail. 


Report of a Case 


Our patient, a 42-year-old Negro man, was 
admitted to the Dermatology Service at Roosevelt 
Hospital on April 24, 1956, with a swollen right 


Submitted for publication Aug. 9, 1958. 
From the Dermatology Department of Roosevelt 
Hospital. 
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arm and multiple draining sinuses. It is believed 
that the infection started, in 1953, with a small 
abscess on the medial aspect of the right hand. 
Other abscesses appeared on the arm but cleared 
after a short course of injections, presumably an 
antibiotic. The hand lesion remained static until 
January, 1956, at which time abscesses appeared on 
the arm and progressed to the axilla. The patiertt 
had received no treatment during 1954 and 1955. 

His history revealed that during Army service 
in the South Pacific, in 1945, he had had a chronic 
dermatitis of the legs and an abscess in the left 
inguinal area which cleared after incision and 
drainage. In 1943, he had been adequately treated 
for syphilis. Since 1949, he had worked in the 
shipping department of a garment house, and no 
history of farm contacts or trauma from a human 
bite could be elicited. 

The physical findings were essentially negative, 
except for the lesions on the right arm. The 
hand and forearm were covered with numerous 
abscesses and draining sinuses, some with vegeta- 
tive granulation tissue. The hand and fingers were 
restricted in function, and the forearm was 
swollen to the elbow. 

Laboratory Findings—Hemoglobin, 13 gms.; 
WBC, 9,600, with 52% polymorphonuclear cells, 
37% lymphocytes, 4% monocytes, 1% eosinophils. 
Urinalysis was normal. A roentgenogram of the 
right arm disclosed involvement of the periosteum 
of the radius and wrist bones, particularly the 
pisiform. The chest roentgenogram indicated no 
invasion of the disease there. Microscopic examina- 
tion of slides made from the purulent axillary 
drainage revealed the typical “sulfur” granules. 
A biopsy specimen from the skin of one of the 


The hand and forearm, showing the edema and 
draining sinuses. 


‘See 
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arm lesions showed the typical “ray fungus.” Of 
the many types of cultures done, only the 
anaerobic blood culture grew colonies of Gram- 
positive, nonacid-fast diphtheroids, along with 
some pleomorphic Gram-negative organisms. 

Diagnosis and Course of Treatment—On the 
basis of the biopsy and culture, a diagnosis was 
made of actinomycosis. 

After two weeks’ therapy of 1,200,000 units of 
penicillin and 6 gm. of sulfisoxazole (Gantrisin) 
daily, the drainage stopped and the axillary lesions 
began to regress. The patient was discharged 
from the hospital May 15, 1956. 

Treatment, consisting of 1,000,000 units of peni- 
cillin and 6 gm. of sulfisoxazole daily, was con- 
tinued in the clinic until June 29, 1956. Thereafter, 
the penicillin was cut to 1,000,000 units three times 
a week until Sept. 4, 1956. At this time a new 
deep nodule developed on the patient’s arm. He 
was admitted to the Bronx Veterans Hospital, 
where he received a total of 24,000,000 units of 
penicillin between Sept. 7, 1956, and Jan. 24, 1957, 
along with 6 gm. of sulfisoxazole daily. In May, 
1957, when the patient was seen again in the 
Roosevelt Hospital Clinic, his right arm showed 
residual scarring but otherwise appeared almost 
normal in size. At that time he was receiving 
600,000 units of penicillin three times weekly. On 
July 2, 1957, pathological examination of a newly 
developed lesion revealed the “ray fungus,” but 
the organism did not grow on culture media. The 
patient received an additional 10,800,000 units of 
penicillin during the next two months. When last 
observed, in June, 1958, the man’s arm appeared 
completely healed and there was no evidence of 
any new lesions developing.* 


Comment 


The number and extent of the lesions in 
this case was greater than in most of the 
instances reported. However, as in the 
other cases, the disease did not become 
systemic, even though the local lymph nodes 
became involved. Nocardiosis may closely 
resemble this type of skin actinomycosis 
and will often be systemic. 

The presence of actinomycosis should be 
suspected in all chronic infections of the 
skin which do not respond to ordinary treat- 
ment. The diagnosis is made mycologically. 
The “sulfur” granules in the pus can at 


* This case was presented at a meeting of the 
New York Academy of Medicine, Dermatology 
Section, on May 1, 1956. 
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times be differentiated by the peripheral 
clubbing, but granules are also seen in 
nocardiosis, botryomycosis, and maduromy- 
cosis. In this instance, the biopsy specimen 
showed the “ray fungus,” with peripheral 
clubbing, fine hyphae, basophilic staining, 
and consistently small spores. 

In most of the reported cases, where an 
early diagnosis was made, it was based on 
pathological findings. The organism is diffi- 
cult to grow, but a cultured organism is 
necessary for definite diagnosis because the 
Nocardia granule may simulate that of 
Actinomyces bovis. The fungus grows 
anaerobically at 37 C in four to seven days. 
When examined microscopically on a slide, 
Gram-positive nonacid-fast short fine- 
branching hyphae or diphtheroids are seen.” 
After studying more than 600 cases, Holm 
hypothesized that the disease was caused by 
a synergism between anaerobic microbes of 
the actinomycotic group and certain others, 
such as Actinobacillus actinomycetemcomi- 
tans.'"* This then could account for the 
Gram-negative coccobacillus we observed in 
the case reported here. 

There is some disagreement in the litera- 
ture as to whether the etiological agent in 
man should be called A. israeli or A. bovis, 
but the latter is the generally preferred 
designation. 

Penicillin is now the most effective drug 
for actinomycosis and should be used in 
high doses over a long period of time. Sup- 
portive measures, such as bed rest and blood 
transfusions, are helpful. In the past, single 
lesions of the skin were frequently removed 
by surgery. Cope believed that a vaccine 
and iodides as well as surgery promised the 
best results.! Milian’s patient, whose con- 
dition resembled ours, was treated with in- 
travenous lipoidal and Lugol’s solution and 
ultraviolet and roentgen therapy.!! Burrows 
prescribed 4,800 grains of potassium iodide 
over a period of 51 days, His patient had 
not previously responded to sulfanilamide.® 
In 1953, isoniazid was used successfully in 
a case involving the cervicofacial area.14 
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Summary 


A case of primary actinomycosis exten- 
sively involving the right hand and forearm 
is presented. 


57 W. 57th St. (19). 
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Keratosis Blennorrhagica (Reiter’s Disease?) and Its 


Treatment 


JOSEPH ALBERT, M.D., Miami, Fla., and COL. RICHARD I. CRONE (MC), U. S. Army 


The keratotic skin lesions of keratosis 
blennorrhagica, which usually follow gonor- 
rheal urethritis and polyarthritis, have been 
treated with many drugs, but none has 
found universal approval. In recent years 
the antibiotics and the corticosteroid hor- 
mones have been used with varying success, 
anging from complete cure to little or no 
effect whatsoever. 

It is difficult to evaluate the true benefit 
of therapeutic agents in keratosis blennor- 
rhagica because (1) the condition is usu- 
ally self-limited and (2) the disorder is 
encountered too infrequently for any inves- 
tigator to have an adequate number of 
control cases. 
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Fig. 1 (Case 1).—Lesions of penis: balanitis 
circinata. 





The purpose of this paper is to review 
some of the literature on the treatment of 
keratosis blennorrhagica and to report our 
experience with the use of the antibiotics 
and corticosteroid hormones. 


Report of Cases 


Case 1.—A 33-year-old white soldier developed 
gonorrheal urethritis and was treated with 1,800,000 
units of procaine penicillin. One week later he 
developed arthritis of the right fifth toe, the right 
fourth finger, the right knee, and the left ankle. 
The urethral discharge cleared uneventfully after 
the penicillin treatment, but one month later he 
developed skin lesions on the glans penis (Fig. 1); 
on the soles of both feet (Fig. 2); on the inter- 
digital areas between the third, fourth, and fifth 
toes of both feet, and in the web between the third 
and fourth fingers of the left hand. (See Case 2 
for description of skin lesions.) He was admitted 





Fig. 2 (Case 1).—Early lesions of sole contain 
a cheesy material and have a thickened covering. 
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for diagnosis 


to an Army Hospital in Germany 
and treatment. 

Laboratory data revealed a white blood cell count 
of 11,000 per cubic millimeter, with a normal dif- 


count; the hematocrit was 39%; the 
sedimentation rate, 44 mm. in one hour (Wint- 
robe); serologic test for syphilis was negative. 
Urinalysis was normal. Gram stains and cultures 
of the skin lesions were negative. A biopsy speci- 
men of one of the skin lesions on the sole revealed 
the typical changes seen in keratosis blennorrhagica 
(Fig. 3). 
to reveal gonococci. 

The patient was treated with a combination of 
1,200,000 units of procaine penicillin and 1.0 gm. 
of streptomycin intramuscularly daily for 10 con- 
secutive davs. He was also given 5 gm. of acetyl- 
salicylic acid daily. The skin began to 
improve after the fifth day of treatment, but they 
did not clear completely until five days after the 
penicillin and streptomycin were stopped. Only 
minimal improvement was noted in the arthritis. 
Treatment was continued with 5 gm. of acetyl- 
salicylic acid daily as well as physical therapy. 


ferential 


Gram stain of the tissue section failed 


lesions 


He gradually improved, and three months later he 
was free of joint symptoms and on full activity. 
Case 2—A 20-year-old white Marine developed 
gonorrheal urethritis three days after sexual ex- 
treated with 1,800,000 units of 
The urethral discharge persisted, but 
gonococci could no longer be demonstrated. 


posure and was 
penicillin. 
Two 
weeks later he developed a sterile bilateral con- 
junctivitis. Two weeks after this he developed 
both knees, elbows, shoulders, left 
ankle, and left thumb. Aspiration of the left knee 
revealed no bacteria on smear or culture. Two 
weeks after he developed arthritis he noted skin 


arthritis of 
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Fig. 3 (Case 1). — 
High-power magnification 


of upper epidermis of 
sole, revealing hyper- 
keratosis, parakeratosis, 


and intraepidermal aggre- 
gates of polymorphonu- 
clear leukocytes. 


At that 
time he also developed lesions in his mouth, Treat- 
ment with acetylsalicylic acid, sulfisoxazole (Gan- 
trisin), streptomycin, and 
phenylazodiamino-pyridine hydrochloride ( Pyri- 
dium) failed to cause improvement. On admission 
to an army hospital in Germany his temperature 
was 101 F (oral). Friable ulcerated lesions cov- 
ered with a grayish membrane and surrounded by 
an erythematous halo were present on the gums, 


lesions of both feet and the glans penis. 


oxytetracycline, 





Fig. 4 (Case 2).—Early lesions of the sole. No 
gonococci are present in the skin lesions. 
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Fig. 5 (Case 2).—The lesions shown in Figure 
4, three weeks later. Some pustules have opened, 
revealing an erythematous base. 


the buccal mucosae, and the palate. Discrete vesicu- 
lar skin lesions, ranging from 3 mm. to 1.5 cm., 
were present on both soles, the lower part of the 
right leg, and the glans penis. The skin lesions sug- 
gested an tris design at first, with brownish centers 
surrounded by a yellowish margin which was in turn 
bordered by an erythematous area. When these 
vesicular lesions were opened, a cheesy content was 
revealed. Dirty-brown, heaped-up crusts later 
formed on the remaining erythematous base. The 
lesions later coalesced to cover the entire plantar 
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Fig. 6 (Case 2).—The lesions shown in Figures 
4 and 5, one month later, reveal further extension. 


surface of the foot (Figs. 4, 5, and 6). As the 
disease progressed, new lesions appeared over the 
entire body. In the axillae, groins, and buttocks 
there developed confluent plaques. The nails of both 
hands and feet became thickened and discolored 
and were elevated from the nail bed by a heaping 
up of underlying keratotic material (Fig. 7). 
Urethritis was not present. Acute arthritis (swell- 
ing, heat, and redness) was present in both knees, 
elbows, and shoulders and the left ankle and left 
thumb. Conjunctivitis was present in both eyes. 


Fig. 7 (Case 2). — 
Changes in the hand one 
month after the onset of 
skin lesions. The nails are 
elevated by underlying 
keratotic material. 
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Laberatory data revealed a white blood cell count 
of 11,500 per cubic millimeter, with 87% neutrophils, 
12% lymphocytes, and 1% eosinophils; the hema- 
tocrit was 45%; the sedimentation rate was 31 mm. 
in one hour (Wintrobe) ; urinalysis was normal. 
The biopsy specimen of one of the skin lesions re- 
vealed that the epidermis was edematous, with 
thickened rete ridges, marked parakeratosis, and 
hyperkeratosis and several intraepidermal aggre- 
gates of polymorphonuclear leukocytes. A Gram 
stain of the tissue section revealed no bacteria. 
The changes were consistent with keratosis blen- 
norrhagica. Serum protein electrophoresis revealed 
a total protein of 6.3 gm. '%; albumin, 2.72 gm. % 
(43.2%); a-globulin, 0.86 gm. % (13.6%); 
az-globulin, 1.05 gm. % (16.7%); B-globulin, 
0.82 gm. % (13.0%); y-globulin, 0.85 gm. % 
(13.4%). 

The patient was treated with a combination of 
60 units of intramuscular corticotropin (ACTH), 
1,200,000 units of procaine penicillin, and 1.0 gm. 
of streptomycin intramuscularly daily, There was 
some improvement in the arthritis, but new skin 
lesions continued to appear, and despite this therapy 
the patient’s condition became progressively worse. 
The penicillin and streptomycin were stopped after 
two weeks, and the corticotropin was gradually 
reduced and stopped after three weeks of therapy. 
In the next 30 days various drugs were adminis- 
tered without benefit, including acetylsalicylic acid, 
tetracycline, erythromycin, and vitamin A. After 
more tham three months of illness, the patient had 
lost 60 1b. and could hardly move about in bed 
because of his arthritis. His hematocrit reading 
had fallen to 36%, and his sedimentation rate had 
increased to 50 mm. in one hour. At this point, 
50 mg. of prednisolone was administered daily in 
divided deses. After 24. hours of treatment the 
patient became afebrile, his arthritis showed re- 
markable improvement, and his appetite increased. 
After three days of prednisolone treatment, the 
patient, who had previously been bedridden for 
three and one-half months, was able to walk with 
help. There was only a slight improvement in the 
old skin lesions, but fewer new lesions appeared. 
The prednisolone dosage was kept at 50 mg. daily 
for a week and was gradually lowered by 2.5 mg. 
every 2 or 3 days for a total course of 50 days. 
During this time he had regained 40 of the 60 1b. 
he had lost during his illness and his skin had 
cleared completely. His hematocrit had risen to 
49%, and the sedimentation rate had fallen to 8 mm. 
in one hour. His joints were normal. A follow-up 
report seven months later revealed that the patient 
was completely well and that there was no residual 
joint damage. 


Comment 
Etiological Considerations—Although 
most of the reported cases of this condition 
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are associated with gonorrhea, Ladany and 
Hughes,’ in 1946, were able to find 34 cases 
of keratosis blennorrhagica without associ- 
ated evidence of gonorrhea. This included 
13 cases interpreted as Reiter's syndrome. 
Although this syndrome consists of a symp- 
tom triad of urethritis, arthritis, and con- 
junctivitis, gonococci have never been 
demonstrated and skin lesions were not 
included in Reiter’s original report. Balani- 
tis circinata was subsequently reported in 
some cases of Reiter’s syndrome, and Wied- 
mann first reported from Austria that skin 
lesions identical to those of keratosis blen- 
norrhagica were present in Reiter’s syn- 
drome. Later, Lever and Crawford? 
introduced to the United States the concept 
that Reiter’s syndrome and keratosis blen- 
norrhagica may be identical. Since Lever 
and Crawford’s* report several American 
and English authors ** have reported that 
the lesions of keratosis blennorrhagica may 
be present in Reiter’s syndrome. Hall and 
Finegold ê reported mucocutaneous lesions 
in all 23 of their cases of Reiter’s syndrome, 
5 of whom developed the generalized lesions 
of keratosis blennorrhagica. Since 1946 
there have also been three reports of Rei- 
ter’s syndrome with keratosis blennorrha- 
gica, from Scandinavia. As a result of these 
publications there is increasing doubt of 
the gonorrheal etiology of keratosis blennor- 
rhagica. Although there is a striking simi- 
larity between keratosis blennorrhagica and 
Reiter’s syndrome, their precise relationship 
must await the unequivocal demonstrations 
of their etiology. 

Treatment.—Despite the fact that most 
patients with keratosis blennorrhagica tend 
to recover spontaneously after several 
months, there is still a great need for effec- 
tive treatment. A few deaths have been 
reported from this condition, and occasion- 
ally ankylosis of the joints has occurred. 

Various therapeutic agents, such as au- 
togenous vaccine, 1% solution of mer- 
bromin intravenously, massive doses of 
vitamin A, and fever therapy, have all had 
their vogue but have largely been abandoned 
as valueless. 
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The sulfonamides and various antibiotics 
have been used more recently. Spencer 8 
claimed cure of a case of keratosis blennor- 
rhagica with sulfathiazole, whereas Carr 
and Friedman ® emphasized the uselessness 
of the sulfonamides. Emmet 1° and Miale 
and Singletary ™ reported success with the 
use of penicillin, but others!* have found 
penicillin valueless. Cameron? reported 
cure of one case with chlortetracycline, but 
he observed no effect from it when used 
in another patient. Chinn and colleagues !? 
as well as Thompson and colleagues 13 re- 
perted successful treatment of their cases 
with streptomycin. However, Myerson and 
Katzenstein as well as Ikejiani 16 found 
streptomycin valueless. Shallard and 
Kanee * found no benefit from penicillin 
and streptomycin when used alone but noted 
dramatic success when these drugs were 
combined with 20 units of corticotropin, 
given intravenously over a 10-day- period. 

Myerson and Katzenstein! were the 
first to report successful treatment of kera- 
tosis blennorrhagica with intramuscular 
corticotropin. Two women, who were 
sisters-in-law, were successfully treated with 
corticotropin by Ikejiani.’® Penicillin, strep- 
tomycin, chlortetracycline, vitamin A, and 
typhoid vaccine were found to be valueless 
in his patients. Hall and Finegold ® found 
corticotropin did not benefit three cases of 
Reiter’s syndrome with cutaneous lesions. 

Cortisone was found ineffective in the 
treatment of keratosis blennorrhagica by 
Beck 18 and by Myerson and Katzenstein,1® 
but Schwarz and Kingma! reported a 
prompt cure when cortisone was used in 
conjunction with penicillin. 

Our first patient showed a clearing of 
his skin lesions after 10 days’ administra- 
tion of penicillin, streptomycin, and acetyl- 
salicylic acid. Only minimal improvement 
was noted in the arthritis. The arthritis 
eventually improved on symptomatic doses 
of acetylsalicylic acid and physical therapy. 

That the improvement in the skin lesions 
may have been fortuitous is suggested by 
the fact-that our second patient did not 
improve on penicillin and streptomycin and 
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that he actually developed new lesions while 
taking these drugs. In this second patient, 
corticotropin caused temporary improve- 
ment in the arthritis but the skin lesions 
were unaffected. Various other drugs, in- 
cluding tetracycline, erythromycin, and 
large doses of vitamin A, had no effect on 
the disease. There can be no doubt of the 
striking improvement in the patient’s gen- 
eral condition within 24 hours after admin- 
istration of 50 mg. of prednisolone daily 
in divided doses. A progressive downhill 
course was abruptly changed to one of 
steady improvement, manifested by a 40 Ib. 
weight gain and complete clearing of his 
arthritis and skin lesions. Prednisolone 
apparently effected complete cure of the 
patient, whereas corticotropin only caused 
temporary improvement in his arthritis. 

It is our impression that antibiotics do 
not alter the natural course of the disease 
but are of value in treating any secondary 
infection accompanying the condition. The 
corticosteroid hormones aid recovery by 
improving the arthritis and general well- 
being of the patient and are thus of value 
when given in the proper dosage. 

The lack of consistent response to anti- 
biotics is against the specific gonorrheal 
cause of this condition, whereas the re- 
sponse to corticosteroids is in favor of a 
possible allergic etiology. 


Summary 


The treatment of keratosis blennorrhagica 
is reviewed, and the difficulties in evaluating 
the true benefit of therapeutic agents in this 
disease are discussed. 

Two patients with keratosis blennorrha- 
gica are reported and the management of 
their illnesses discussed. There was prompt 
clearing of the first patient’s skin lesions 
when a 10-day course of penicillin and 
streptomycin was given during the second 
month of his illness, but there was little 
effect on the arthritis. The second patient 
showed a complete and striking response to 
prednisolone after other therapy, including 
corticotropin (ACTH) and various antibi- 
otics, had failed. It is suggested that pred- 
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nisolone be used in future cases of keratosis 
blennorrhagica in order to further evaluate 
its effectiveness. 


No conclusion can be made as to the eti- 
ology of keratosis blennorrhagica at present, 
but its striking similarity to Reiter's syn- 
drome is discussed. It is noted that skin 
lesions identical to those of keratosis blen- 
norrhagica are being found in increasing 
numbers of cases of Reiter’s syndrome. 


University of Miami School of Medicine, Jack- 
son Memorial Hospital (36). 
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Erythroplasia of Queyrat 


Report of a Case with Recurrence After Cessation of Topical Hydrocortisone 


WILLIAM B. REED, M.D., Burbank, Calif. 


A persistent penile plaque without skin involve- 
ment elsewhere on the body presents a puzzling 
problem. One must rule out erythroplasia of 
Queyrat by biopsy, since benign lesions may clin- 
ically give the same appearance. Blau and H yman ' 
point out that three diagnoses can be made histo- 
pathologically. They are Bowen’s disease of mu- 
cous membrane (erythroplasia of Queyrat), benign 
inflammatory dermatoses of the mucous membrane, 
or plasmacytoma penis. 

Fournier and Darier,? in their original descrip- 
tion of erythroplasia, separated the disease into a 
benign and malignant type, depending on the 
presence or absence of malignant dyskeratoses. 
Nevertheless, the term erythroplasia has become 
synonymous with precancerous lesion requiring 
radical removal. Sachs and Sachs,** although re- 
taining the term, have successfully treated lesions 
with neoarsphenamine topically, thus denoting the 
benign character of the lesions. Sulzberger,® in his 
excellent article on persistent penile plaques, gives 
the history of the first reported case® of erythro- 
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plasia in the United States, who had a persistent 
penile plaque since 1933 without malignant de- 
generation. With hydrocortisone acetate, 1%, and 
wet dressings (1954), there was complete clearance 
in 18 days. However, whether recurrence developed 
after therapy was unknown. Herein is a report of 
a case with recurrence of erythroplasia after such 
therapy. 


Report of Case 


A 49-year-old telephone executive, uncircum- 
cised, developed in August, 1957, a slowly growing 
asymptomatic plaque on the glans penis. However, 
because of the persistence of the lesion, the pa- 
tient came for treatment in December, 1957. The 
plaque, well defined in its borders, measured about 
2 in. in diameter, with some involvement of the 
coronal sulcus. The surface was nonexudative 
and almost velvety in texture, while the color was 
a brilliant violaceous red. Biopsy was performed 
at this time. Patient was given 1% hydrocortisone 
acetate cream with neomycin, with complete clear- 
ance in one week. With the discontinuance of 
medication for one month, the lesion appeared 
again in the same location and with the same 


Fig. 1. — Low-power view, 
showing the acanthotic epitheli- 
um and the intense inflamma- 
tory reaction in the superficial 


dermis; X 130. 
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Fig. 2—Two mitotic figures, 
found in the acanthotic epithe- 


lium; X 850. 


clinical appearance. The patient was placed on 
1% hydrocortisone acetate for two months, with 
again complete disappearance of the lesion. How- 
ever when seen in July, after no medication for 
nearly three months, he showed a slight recurrence. 


The patient has so far refused circumcision. 


He has had no other dermatoses which one 
would expect to localize on the glans penis: 1. e., 
psoriasis, lichen planus, distinctive exudative dis- 
coid and lichenoid chronic dermatoses, and lichen 
nitidus. He takes no medication that could give a 
fixed examination re- 


vealed no inguinal lymphadenopathy. 


drug eruption. Physical 


Pathological Examination 


The epidermis is somewhat acanthotic, with rete 
processes that are peg-shaped. There are occasional 
mitotic figures, but not of abnormal configuration. 
The surface is covered with a parakeratotic 
epithelium. In the superficial dermis, there is a 
tremendous reaction of small round cells, wander- 
ing connective tissue cells, and numerous plasma 
cells. 


Diagnosis —Benign erythroplasia or balanopos- 
thitis chronica circumscripta plasmacellularis. 
(Slides were read by Drs. Wilbert Sachs, Perry 
Sachs, and H. Montgomery.) 


Comment 


This patient represents a penile plaque that re- 
curs after therapy without histopathologic signs 
of malignancy. However, because of the constant 
irritation from being uncircumcised, there is dan- 
ger of malignant degeneration starting in an area 
of chronic inflammation on a mucous membrane. 
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Blau and Hyman; in their series of 62 American 
cases reported as erythroplasia, show that only 
16 had histologic evidence of malignancy. Thir- 
teen of these malignant cases were in the uncer- 
cumcised. 


The term erythroplasia is no longer a good des- 
ignation for this benign condition, for it connotes 
a precancerous lesion. The term plasmacytoma 
penis is clumsy, for it connotes a tumor of plasma 
cells, which are only a part of the inflammatory 
cells of this chronic lesion. Balanoposthitis chron- 
ica circumscripta plasmacellularis is an accurate 
description of the condition, but it is certainly 
an unwieldy one. Perhaps a better term should be 
devised. 


Summary 


An uncircumcised patient with a persistent 
penile plaque of one-year duration cleared three 
times completely with hydrocortisone acetate salve 
but always developed recurrence in the same area 
of the glans penis with cessation of therapy. 


121 S. Glenoaks Blvd. 
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A Simple Portable Dark-Field Microscope 


LEON GOLDMAN, M.D., and FAYE SAWYER, Cincinnati 


There is still a need in dermatology for dark- 
figld examination of skin lesions. Unless a sepa- 
rate microscope is set up for this, there is often 
difficulty getting such examinations even by the 
dermatologists, 


Our experience with the staining of spirochetes 
has shown inconstant results, Our preferred tech- 
nique at present is still the use of fountain-pen 
ink, developed in the department by Emura.! 
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The microscope was obtained from Dr. John 
McArthur, 101 Chiltern Ct., London N. W. 1. 
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For the past year, for routine dark-field ex- 
aminations we have been using the McArthur 
microscope.** This special microscope was devised 
originally for field work in tropical medicine. It 
has an original design based on a prismatic sys- 
tem. It measures only 4X214X2 in. and weighs 
only 18 oz. For dark-field examination we use the 
dark-field condenser, precentered and prefocused 
with a built-in electric illuminator, Material is 
taken in the usual manner from an active lesion. 
Immediately this slide is put on this simple por- 
table microscope and examined under dark-field 
illumination. We can pass this portable microscope 
among student groups in the clinic. We have em- 
ployed this dark-field illumination with this micro- 


The McArthur port- 
able microscope used for 
dark-field examination. 
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scope also for the examination of sections of two 
cases of argyria. 

In addition, the microscope with its ordinary 
lens system can be used as an additional micro- 
scope for examining routine pathological material 
in dermatology. 

From our experience, the microscope is a prac- 
tical instrument. It is a precision instrument and 
should be handled with care. 


Department of Dermatology, Cincinnati General 
Hospital (29). 


Hula-Hoop Dermatitis 


IRVING N. HOLTZMAN, M.D., Brooklyn 


The following case report is submitted for the 
purpose of indicating the dermatologic ramifica- 
tions of contemporary changes in our social mores. 

The patient, a 4-year-old girl, was first seen on 
Oct. 11, 1958, with a papulovesicular eruption, 
itching in character and limited to the palms of 
both hands from the wrists to the fingertips. Its 
duration, approximately two weeks prior to ex- 
amination, seemed to coincide with the purchase 
of a “hula hoop.” Clinically, the impression was 
one of contact dermatitis. She was advised to dis- 
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Skin Planing 


G. H. HOEHN, M.D., San Gabriel, Calif. 


One of the hazards of skin planing is to get the 
wire brush or even the diamond burrs caught in a 
piece of gauze. In an attempt to avoid this hazard 
I use sterile Kleenex to mop up while I am planing, 
and I find that it absorbs blood quickly, and in 
the event that the brush does contact the Kleenex, 
only a very minor furor is created. 

For years, shavers who use a straight or safety 
razor have felt that cellulose paper, similar to 
Kleenex, is efficient in inducing clotting and in 
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continue the use of the hoop and was given a 1% 
hydrocortisone cream to apply topically twice daily. 

She was seen a week later, with considerable 
improvement and showing only a residual scaling 
of the palms. At this time patch tests were per- 
formed with scrapings of the plastic material from 
the surface of three different-colored hoops which 
she had used. Forty-eight hours later, an erythem- 
atous papular reaction was present at all three 
sites. The child is now using an aluminum hoop; 
she is very happy, and the eruption has subsided 
practically completely. 


135 Eastern Pkwy. (38). 


stopping bleeding of the little nicks made in shav- 
ing. It cuts down the bleeding in planing cases 
too. However, if it is left on for more than 5 or 
10 minutes, it adheres to the skin. It is best to 
open a 2 in. gauze square to single thickness to lay 
it against the face first, then to lay the sheets of 
Kleenex against it as soon as one side is planed. 
Then the Kleenex will lift off very easily as the 
gauze is lifted. This process is repeated until the 
bleeding is fairly well controlled, and then Telfa 
dressings are applied. 


206 E. Las Tunas Drive. 
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Erythema Multiforme (Stevens-Johnson Syndrome) 


Caused by Penicillin 


HOWARD S. YAFFEE, M.D., Cambridge, Mass. 


In view of the recent interest in the viral etiol- 
ogy of exudative erythema multiforme? with fever 
and mucosal involvement, it must be remembered 
that other causes have been ascribed to this con- 
dition, which probably represents a nonspecific 
Systemic tissue reaction, either toxic or allergic, 
to varied causes. Among these are bacteria, drugs, 
viruses, and toxins. 


* In the past, some authors were impressed with 
the specificity of antibiotics as therapeutics of 
choice,** but recently steroids have been reported 
most frequently as successfully effecting a favor- 
able outcome. The case reported is an example in 
which an antibiotic is the suspected causative agent, 
the cure attributable to corticotropin (ACTH) 
administered intravenously. 


Report of a Case 


A 22-year-old white, single man was admitted to 
the hospital with the questionable diagnosis of 
smallpox. His history included exposure to this 
disease in a town in South America three weeks 
previous to his admission. Some three weeks later 
he was seen and admitted for a severe generalized 
vesiculobullous eruption associated with profound 
toxemia and fever. 


On examination, he was a desperately ill young 
man, with a temperature of 106 F and stertorous 
breathing, toxic, and wasted. His mucosal surfaces 
were serous, mucoid, desquamating, and foul. Over 
his integumen were numerous macules, papules, 
plaques, and nodules of erythema; large vesiculo- 
bullous areas surrounded with a corona of erythe- 
ma; so-called iris lesions, and huge bullous lesions. 
Involvement was noted over the entire skin, in- 
cluding the palms and soles. 


He was severely dehydrated, as reflected in his 
laboratory studies. WBC were 17,000, with 68% 
polymorphonuclear cells. Hematocrit was 55%. 
Chest film was normal. 


The diagnosis of exudative erythema multiforme 
( Stevens-Johnson syndrome) was made, and the 
patient was started on intravenous corticotropin, 
80 units over an 8-hour period, with gradual reso- 
lution of fever to 104 F in 48 hours and further 
lysis during the next 3 weeks; the dose was 
reduced as clinical improvement took place. Oxy- 
tetracycline (Terramycin), which had been admin- 
istered during the first five days of his illness, was 
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continued prophylactically. Intravenous nutrition 
and careful maintenance of electrolyte and fluid 
balance further sustained him during the period of 
his acute illness. His toxemia and desperately ill 
Status abated after 36 hours of corticotropin, al- 
though he remained ill for an additional three 
weeks, recovering without sequellae. 

On reconstructing his illness, it was learned that 
two weeks prior to the onset of his first lesion 
he suffered an abrasion of the leg, which was 
treated with penicillin ointment. Five days later 
he noted slight erythema of the area, followed by 
an itching, weeping vesicular eruption which 
spread locally. This was regarded as an infection, 
and he was treated with intramuscular penicillin. 
Ten days after his first injection he developed the 
acute onset of generalized erythema multiforme 
and high fever, which progressed to the ulcerative 
mucosal picture and severe toxemia with which he 
presented. 

After his recovery he declined further attempts 
at allergic investigation with penicillin. 


Summary 


A 22-year-old white man with severe exudative 
erythema multiforme without visceral complica- 
tions, probably caused by penicillin, recovered 
completely after treatment with intravenous cortico- 
tropin (ACTH). 


60 Brattle St. (38). 
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Chlorothiazide Drug Eruption Involving 


Photosensitization 


ARTHUR L. NORINS, M.D., Chicago 


Chlorothiazide (Diuril) is finding increased use 
in medicine as a diuretic. It is related to the 
sulfonamide group of drugs, and, therefore, drug 
reactions occurring during its administration would 
not be unexpected. Several cases of drug reactions 
to chlorothiazide have already been reported.”” 
Another case is reported herein, one in which, for 
the first time, light influenced the reaction. 

It occurred in a woman of 87 years, seen in 
Dr. Rattner’s practice, who presented a painless 
nonpruritic eruption, consisting of numerous tiny 
petechiae confined to the exposed areas of the body. 
They were much more predominant on the anterior 
surface of the legs, which had been deliberately 
exposed to the sun. But most interesting was the 
striking pattern on the feet, where the eruption 
affected only the open areas of her shoes, partic- 
ularly the great toe—she wore open-toe shoes. 

She had been taking chlorothiazide for chronic 
cardiac disease for about two weeks prior to the 
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onset of the eruption. It faded within four weeks 
after the drug was discontinued. 

The peculiar distribution of lesions was due to 
her custom of sitting on a deck chair and ex- 
posing her legs to the sun—hence the involvement 
of the anterior surfaces. 

The sequence of events would indicate that the 
purpuric eruption in this case was a manifestation 
of a drug eruption, involving photosensitivity 
brought on by the use of chlorothiazide. For 
obvious reasons, the eruption was not deliberately 
reproduced to prove a point. 


104 S. Michigan Ave. 
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Topical Therapy with a New Distilled Bituminous 
Asphaltite from the Dead Sea 


JACOB SHANON, M.D., and SOPHIE KAMNITZER, M.D., Cincinnati 


For many years coal, wood, and shale tars have 
been among the most valuable therapeutic agents 
in dermatology. As differentiated from these tars, 
which are classified as pyrogeneous distillates,’ the 
subject of this paper is a distilled bituminous 
asphaltite obtained from the Dead Sea. It was 
first investigated by the Department of Derma- 
tology, Hadassah University Hospital, Jerusalem, 
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and has been used at that institution for the past 
20 years. It was found a valuable therapeutic agent 
in the treatment of infantile eczema, neuroderma- 
titis, seborrheic dermatitis, and various types of 
hand dermatoses and helpful in pemphigus, derma- 
titis herpetiformis, and other pruriginous derma- 
toses owing to its high antipruritic properties and 
its nonirritant character. One of us (J. S.) has 
used this compound for at least 15 years on over 
10,000 cases without noting carcinogenic or un- 
toward side-effects. 

These experiences stimulated us to do a pre- 
liminary critical evaluation of this distilled bi- 
tuminous asphaltite, in this country, on pruritus 


DISTILLED BITUMINOUS ASPHALTITE 


and on various dermatoses associated with pruritus. 
We compared its effect with that of the available 
tars and with topical steroid therapy. In addition, 
the patients were observed for possible skin sensi- 
tivity and irritation. 

Our preferred modes of use were (a) 30% 
bituminous asphaltite (Bitupal)* in a modified zinc 
oxide ointment and (b) 15% bituminous asphaltite 
in a water-washable cream which could be used 
as a foundation cream. Two other modes have 
also been used: (c) lotion form of various con- 
centrations and (d) the undiluted bituminous as- 
phaltite for direct painting of the skin. This 
bituminous asphaltite ointment or cream was ap- 
plied to the affected areas in a thin layer once or 
twice daily. 


Methods of Study 


The study was divided into the following stages : 


1. Preliminary study of skin sensitivity and skin 
sensitization. Sixty-three patients with various 
dermatoses were patch-tested with concentrated 
bituminous asphaltite, 30% bituminous asphaltite 
ointment, and 15% bituminous asphaltite cream. 
After 48 hours, all but two were negative. The 
patient who reacted with a positive follicular re- 
action suffered from a contact dermatitis and was 
sensitive to many forms of topical therapy. The 
other patient who reacted had multiple sensitivities 
and showed a positive reaction also to 2% crude 
coal tar in zinc oxide ointment, 1% ichthyol in zinc 
oxide ointment, and 8.7% shale oil ointment. An 
additional 76 patients without dermatoses, from a 
hospital for chronic diseases (Drake Hospital), 
were skin-tested in the same manner, with equally 
negative results. The same tests were repeated on 
20 of our patients after several weeks, without 
any reactions. 


2. After these preliminary studies, 85 patients 
were selected for topical treatment with bituminous 
asphaltite. The duration of the diseases was from 
2 months to 34 years. These patients, ranging in 
age from 1 to 82 years, were treated with 30% 
bituminous asphaltite ointment and/or 15% bi- 
tuminous asphaltite cream. There was no concomi- 
tant systemic therapy with antibiotics or with 
steroids in this entire group. They were studied 
for a period of three to eight weeks and followed 
for a period of six months. These 85 patients were 
divided into three groups: (a) 54 patients who had 
either been treated previously with various tars in 
different concentrations or other topical therapies 
or had received no previous treatment; (b) 19 pa- 
tients in whom the results of the bituminous as- 
phaltite therapy were compared with results of 
2.5% hydrocortisone ointment; (c) 12 patients who 


* This was supplied, as Bitupal, by S. Musher, 
Aveeno Corporation, New York. 
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were treated simultaneously in symmetrical areas 
with 8.7% Colorado shale oil ointment and 30% 
bituminous asphaltite Ointment. 

The indications included atopic dermatitis; ec- 
zematous hand dermatitis; infectious eczematous 
dermatitis; neurodermatitis; pruritus scroti, ani, 
and vulvae, and seborrheic dermatitis. 


Comment 


From the results of our study it appears that 
30% bituminous asphaltite ointment and 15% 
bituminous asphaltite cream are very effective in 
various acute and chronic pruritic dermatoses. 

1. Bituminous asphaltite shows a low incidence 
of skin sensitivity. 

2. It has a good healing effect on the skin. In 
some cases the 30% bituminous asphaltite ointment 
was too drying. Nevertheless, the patients tolerated 
it, and no untoward reactions could be observed. 
In such cases, the 15% bituminous asphaltite cream 
is indicated, particularly in antecubital areas and 
regions of the neck and face. The cream is cos- 
metically acceptable and washed off easily. The 
odor is not objectionable to many patients. 

3. Bituminous asphaltite has a very strong anti- 
pruritic effect, which seems to us to be more 
pronounced than that of many available tar prepara- 
tions. 

4. The reparative and antipruritic effect of bi- 
tuminous asphaltite was at least as potent as that 
of 2.5% hydrocortisone ointment; in some cases 
it proved even more effective, 

5. The 30% bituminous asphaltite ointment pro- 
duced significantly better results than an ointment 
containing 8.7% Colorado shale oil. 

6. Bituminous asphaltite has a low index of skin 
sensitization. Nevertheless, this medication should 
be used cautiously in the multiple reactor type of 
patient. 


Summary 


A new distilled bituminous asphaltite (Bitupal) 
from the Dead Sea was studied. Eighty- 
five patients with various dermatologic disorders 
were treated in this series, and, in addition, skin 
sensitization was studied. A critical comparison 
was made also with the available tars and corticos- 
teroid preparations. Bituminous asphaltite can be 
considered an effective antipruritic, antieczematous, 
and anti-inflammatory agent. 
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Probable Acrodermatitis Enteropathica Treated with 


Nystatin (Mycostatin) 
CHARLES W. WHITMORE, M.D., Lynchburg, Va. 


A 3-month-old Negro boy was first seen, on 
June 3, 1958, several weeks after a hospitalization 
by his pediatrician for diarrhea which had been 
difficult to control. The child continued to have 
four to five loose stools a day at the time he was 
seen. The pediatrician had not noted significant 
dermatitis during the hospitalization. A generalized 
dermatitis bearing some resemblance to atopic der- 
matitis was present. Loss of hair in the frontal 
region of the scalp was very marked. The child 
was irritable and did not eat or sleep well. 

A tentative diagnosis of acrodermatitis entero- 
pathica was made at the time of the first visit. 
Scrapings from the skin and fecal material were 
both cultured on Nickerson’s medium. Both cul- 
tures were positive for candida albicans. 

Because therapy with diiodohydroxyquin ( Diodo- 
quin) in acrodermatitis enteropathica has tended 
to be prolonged, although apparently successful, it 
was decided to treat this child with nystatin. I 
had previously seen only one case of acroderma- 
titis enterepathica, and that child was treated suc- 
cessfully with diiodohydroxyquin. 

It was felt that this was not a case of general- 
ized cutaneous moniliasis occurring in an infant, 
cases of which I have previously seen. 

The question whether C. albicans involvement of 
the gastrointestinal tract and of the skin is a second- 
ary phenomenon or represents the primary disease 
has not been clear in the past.t It was felt that by 
treating with a specific fungicidal preparation with- 
out other therapy partial light might be shed on 
this question. 

The child was placed on nystatin for suspension 
orally, 100,000 units four times daily, and zinc 
oxide emulsion containing nystatin for suspension 
was applied topically. 
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One week after the initiation of therapy the skin 
had cleared remarkably. The stools had firmed 
considerably but were still coming at the rate of 
four or five a day. 

June 26, 1958: The child had shown substantial 
regrowth of hair; the frequency of bowel move- 
ments had reduced to two a day and were formed. 
Except for an isolated patch or two, the skin 
seemed very clear. At that time, the topical therapy 
was changed to nystatin ointment because of ex- 
cessive drying with the zinc oxide emulsion base. 
A repeat stool culture was obtained on June 26. 

July 3, 1958: Bowel movements continued to 
take place at the rate of one or two a day and 
were formed, The child was considerably less 
irritable. Regrowth of hair continued. The stool 
culture taken on June 26, was negative. 

July 24, 1958: Regrowth of hair was very sub- 
stantial; the skin was entirely clear; the stools 
remained solid, with a frequency of one or two a 
day. The child’s appetite was good. The mother 
noted that this was no longer a fussy baby. An 
additional stool culture was taken on July 24, 
which showed no growth when read at three weeks. 

Sept. 15, 1958: Reexamination revealed a well 
baby. 

The results in this single case seem to suggest 
that the primary pathology of acrodermatitis en- 
teropathica might be that of a C. albicans infec- 
tion. The mechanism by which the alopecia is 
produced has not been specifically elicited. 
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The New, Newer, and Newest 





Back home from a restful vacation in sunny California to find that Time magazine had 
ruffled the feathers not only of the good citizens of Bolivia but also of a number of our 
dermatologists for its none-too-skillful abstract of the article on x-ray damage by those three 
learned Harvard plastic surgeons, published in the New England Journal of Medicine recently. 
Rather, spleen should be vent against the authors who, under the ingenious title, “Malignant 
Irradiation for Benign Conditions,” ingenuously report 165 cases of roentgen damage, “a num- 
ber of which have previously been reported by Daland” in 1941. There are illustrations of 
—an ulcer resulting from treatment of a plantar wart by a general practitioner; 

—the hand of a dentist exposed to x-rays repeatedly over a period of 35 years; 

—a man whose port-wine mark on the face was irradiated in infancy; 

—a woman’s chin damaged by the Tricho method ; 

—a young man treated “presumably for scrofula ;” 

—a burn due to fluoroscopy 45 years previously ; 

—two patients with carcinomas of the face that had been treated for acne 27 and 34 years 
previously. This last case is the only one attributed to treatment by a dermatologist. 

“Patients,” they report, “continue to appear with permanent tissue destruction that has 
resulted from recent radiation,” (only the one case cited of plantar wart was “recent” ) and “it 

. is an increasing problem since twice the number of cases were observed . . . in the decade 
1948 to 1957 as in the preceding decade.” How penetrating ! 


The authors admitted failure to determine exact doses of irradiation administered to each 
patient. Except for one case, they failed also to note whether or not the patients had been 
treated by dermatologists. And they inaccurately assessed the “optimistic” review of 1,000 
cases by Sulzberger et al., which showed radiation atrophy in but 2.8% of cases that had 
received small weekly doses totalling as much as 1,400 r. The authors comment ?—“These 
patients were followed only for 5 to 23 years. In the present study, the average interval for 
development of cancer was 28 years.” This, in spite of admitting ignorance of the amount of 
radiation administered to their patients! And the implied portent with regard to Sulzberger’s 
cases is inexcusable. What did these surgeons hope to accomplish? Was sensationalism the 
object ?—then why not a report of malignant or mutilating surgery for benign conditions ? 





Recently, a letter and reprint of an article on acne by Drs. Schonberg and Litt was circu- 
larized by the Gebauer Chemical Company. It was done so without the knowledge or per- 
mission of the authors. The firm now apologizes for the incident, and we hope that the 
apology stems from altruism. 





Comes, too, a letter from the Pfizer Laboratory people protesting at length and vehemently 
against the criticism of them in the article on miracle drugs in the Saturday Review of 
Literature (N-N-N for February), and with the letter—they couldn’t resist it—was a booklet 
extolling their oral hypoglycemic agent. 











The note (N-N-N for March) concerning specialty societies that meet on the week-end 
prior to the A. M. A. convention has stimulated much comment. The facts, I now learn, 
are these: 


Only unofficial feelers have been made regarding the matter of joint meetings, the rumors 
I heard were only rumors; to effect a joint meeting will take some doing because societies 
usually have to arrange for meeting places and dates for several years in advance due to 
the taut situation with respect to meeting halls and hotel rooms. Besides, the officers of the 
various societies are not empowered to act without sanction from their directors, trustees, or 
memberships, which meet usually only once a year. 


Even though the statement was based on inadequate information, I still think that the 
present practice should be changed. If the joint meeting cannot be effected, the S. I. D. should 
meet on the week-end after the A. M. A. convention or at some other time. Let us hope that 
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the matter will be considered at the forthcoming June meetings. (“The views expressed here 
are those of the author, not of etc., etc.”) 


eh) ier ee 
Harry J. Hurley has been appointed Professor and Chairman of the Department of Derma- 
tology at Hahnemann Medical College of Philadelphia. 


ae iE ae Be 
Maurice M. Tolman has been appointed as acting head of the Department of Dermatology 
at Harvard Medical School. 


Se E 
The Phi Delta Epsilon Fraternity has established the Dr. Charles Robert Rein fellowship 
in dermatology at New York University. 


i s e a 
Louie A. Brunsting delivered the second Howard Fox Memorial lecture at New York 
University Post-Graduate Medical School, April 2, 1959. 


(iio aS co ee eee 
The Skin and Cancer Hospital of Philadelphia has announced a consulting service in 
Dermal Pathology with Dr. Elson B. Helwig the consultant. 





In Oklahoma, there is a dermatologist whose secretary files correspondence from the 
ArcHives under the letter R. 








Sam Allison of Honolulu, in our newest state, suggests a new term—epidermectomy—to 
replace skin-planing or dermabrasion. 








It was in Los Angeles, where I attended a meeting of the Metropolitan Dermatological 

Society, that I learned: 

—J. Walter Wilson addressed the annual clinical conference of my own Chicago Medical 
Society in March on “The Importance of Fungus Diseases ;” 

—Molleurus Couperus addressed the ninth annual regional Postgraduate Institute, San Joaquin 
Valley counties, in March on “Problems in the Treatment of Skin Disorders ;” 

— Tom Sternberg, in addition to his dermatologic duties, is Assistant Dean for Postgraduate 
Medical Education at U. C. L. A.; 

— Paul Foster has been elected President of the California Medical Association ; 

The California Medical Society urges the people of California to look upon their doctors 
as “health engineers,” and “in that capacity to be at your service to assist you in making 
arrangements for the best medical care on the most reasonable financial basis possible.” 
Regardless of smog, the members look as if they had found the “never-never land.” They 

appeared youthful, moved and talked with the ease of youth, and they seemed big and healthy 

in their tiny foreign sportscars. l 


ee S a S 
And it was in a California paper that Stanton May noted the following ad: “Gent with 
psoriasis, seeks lady with same.” 


H. R. 


144/596 


Society Transactions 





THE CLEVELAND DERMATOLOGICAL SOCIETY 


George M. Stroud, M.D., President 
John A. Kenney Jr., M.D., Secretary 
Robert Gardner, M.D., Reporter 


March 27, 1958 


Idiopathic Atrophoderma. Presented by Dr. 


p A. P. PIRAINO, 


A 39-year-old white man was seen in my office 
for the first time on Nov. 4, 1957. He complained 
of discolored patches on the body of about two 
years’ duration. He had no subjective symptoms. 
He stated that he had been in the Philippines for 
about eight months several years ago. He had 
had no previous therapy. 

Examination revealed round and oval, slightly 
depressed, bluish, violaceous macules especially 
located on the back, chest, hips, inguinal areas, 
and proximal portions of the lower extremities. 
The lesions varied considerably in size, and there 
is no real atrophy. The deeper vessels seem to 
be visible. Borders of the lesions are sharply de- 
fined, and the skin surrounding the patches is nor- 
mal in appearance. 

Histologic examination of a section from the 
lower back shows the horny layer to be relatively 
normal. The rete layer is slightly acanthotic but 
otherwise not remarkable. The upper corium shows 
a good deal of homogenization of collagen and 
scattered perivascular lymphocytic infiltration. The 
rest of the corium appears to be relatively normal, 
although there are a few areas again of perivas- 
cular inflammation. 


Treatment: None. 


Discussion 


Dr. Ruru R. RauscHkKoLege: When I was inter- 
ested in studying the atrophies of the skin, some 
time ago, I realized how many of them had come 
to be known by eponyms. The excellent review by 
Dr. Orlando Canizares et al. on idiopathic atropho- 
derma, in the January, 1958, issue of the A. M. A. 
ARCHIVES OF DERMATOLOGY, points up the recogni- 
tion of the contributions of Pasini and Pierini to 
this subject. One can well understand the desire 
to honor and memorialize men who have con- 
tributed so much to identifying these entities. Yet 
the fact remains that eponymic names are a little 
harder to remember, and there always remains the 
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question of whether the various varieties of skin 
atrophies really constitute specific entities. 

In consideration of atrophoderma maculatum, 
the dermatosis, named by Jadassohn anetoderma 
erythematodes, has come to be known as Jadas- 
sohn’s anetoderma. Acrodermatitis atrophicans 
chronica has pretty well superseded its synonym, 
erythromelia of Pick-Herxheimer. Multiple be- 
nign tumor-like growth has not done as well in 
pushing aside the designation Schweninger-Buzzi 
disease. 


Lester Hollander et al., in the 1942 ARCHIVES 
oF DERMATOLOGY described the occurrence of four 
different types of skin atrophy in a single patient, 
a Slavish white laborer. This patient exhibited 
acrodermatitis atrophicans chronica on his lower 
extremities, Schweninger-Buzzi disease on the back 
of his torso, Jadassohn’s anetoderma, and sub- 
cutaneous atrophy. 


Workers in this field have felt the various en- 
tities could be differentiated on the presence or 
absence of erythema at the onset of the derma- 
tosis, the pliability of the skin, the location and 
color of the lesion, and above all the histopatho- 
logical examination. The field of skin atrophies 
remains a very fertile one for investigation. 


I suppose I should have thought of scleroderma 
first if I had seen this man as a patient. 


Dr. RicHAarp B. StouGHTon: I was impressed 
with the possibility that these could be lesions of 
morphea. It is not typical, but there is enough in- 
duration and depression of the skin in this area. 
The histologic picture is a little more in favor of 
morphea than one of the atrophodermas. 

Dr. Grorce W. BINKLEY: Idiopathic atropho- 
derma of Pasini and Pierini has been presented 
by Canizares, Sachs, Jaimovich, and Torres. 
(A.M. A. Arcu. Dermat. 77:42 [Jan.] 1958.) 


In this study, they traced this peculiar cutaneous 
atrophy back to Pasini in 1923. There are good 
reasons to set this atrophy apart from  sclero- 
derma and others because of the good prognosis. 
The process is more or less self-limited and is not 
accompanied by systemic involvement, such as 
esophageal or gastrointestinal atrophy. 
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Dr. A. F. Prrarno: I think probably there are 
two types of cases included. One is the type that 
approaches the morphea type and the progressive 
idiopathic atrophoderma, according to the recent 
literature on it. As far as therapy is concerned, 
I have not used anything on this man and I guess 
there is nothing to do for him. As you mentioned, 
leprosy was the question somebody asked about, 
but of course there is no evidence, either histo- 
logically or clinically. 

Widespread Eruption Due to Trichophyton Rubrum. Pre- 


sented by Dr. G. M. STROUD. 


Granuloma Annulare. Presented by Dr. Gerarp A. DE- 


OREO. 
Telangiectasia, Hereditary Hemorrhagic ( Osler-Rendu- 
Weber). Presented by Dr. GERARD A. DEOREO. 


THE CLEVELAND DERMATOLOGICAL SOCIETY 
April 24, 1958 


Some Unusual Forms of Cutaneous Moniliasis. 
Presented by Dr. STEPHEN RorHMAN, The 
University of Chicago. 

I shall discuss monilial granuloma and acro- 
dermatitis enteropathica. But before I do so, I 
would like to say a few words about the picture 
of the not quite unusual generalized cutaneous and 
systemic type of moniliasis. 

It is pretty much a valid axiom that if Candida 
albicans settles on dry, nonintertriginous skin and 
causes rapidly spreading lesions one has to look 
for some systemic factor which substantially in- 
creased the susceptibility of the skin to the patho- 
genic effect of C. albicans. In other words, in 
cases of thrush or monilial perleche or interdigital 
moniliasis or in moniliasis of the large folds the 
local suspectibility factor of continuous moisture 
suffices in most cases to explain the pathogenesis. 

The commonest systemic susceptibility factor, 
of course, is diabetes. But even in diabetes, par- 
ticularly in obese women, monilial infection can 
remain restricted to the large folds. If the disease 
spreads to nonintertriginous areas, this always in- 
dicates an extraordinary and usually grave situa- 
tion. 

I should like to illustrate this by telling you 
about a case which I observed, together with Dr. 
Beckersen and Dr. Kahn, back in 1941 (ARCH. 
Dermat. & SypH. 45:1069-1080, 1942). This was 
the case of a 45-year-old woman who had a wide- 
spread eruption in symmetrical distribution for 
eight months prior to admission. She had lost 
17 Ib. during this period and had noticed increasing 
weakness for several months. There were papulo- 
vesicular and crusted lesions of the face and 
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Telangiectasia, Hereditary Hemorrhagic (Osler-Rendu- 
Weber). Presented by Dr. GERARD A. DEOREO (Courtesy 
of George Gabuzda, Jr., M.D., Department of Medicine, 
Western Reserve University.) 

Vitiligo. Presented by Dr. Jonn A. KENNEY, JR. 

Pemphigus Erythematodes. Presented by Dk. T. Szova- 
MAJER and Dr. D. Sevastianos, Department of Derma- 
tology, Cuyahoga County Hospital, Service of Dr. Ruth 

R. Rauschkolb. 

Spindle Cell Nevus (Juvenile Melanoma). Presented by Dr. 
Rutu R. RAUSCHKOLB. 

Vitiligo. Presented by Dr. Joun A. KENNEY, JR. 

Unusual Case of Multiple Basal Cell Epitheliomas. Pre- 
sented by Dr. Josepn C. AMeERSBACH (by invitation). 
Tissue Electrolyte Changes in Anaphylactic Shock. Pre- 
sented by Dr. C. T. NeLson, Department of Dermatology, 
Columbia University College of Physicians and Surgeons. 


Perifolliculitis Capitis Abscedens et Suffodiens (Dissecting 
Cellulitis of the Sealp). Successfully Treated by X-Ray 


Epilation. Presented by Dr. Joun A. KENNEY, JR. 


perleche, and I may add that her tongue also was 
involved. There were widespread and confluent 
patches of superficial necrosis. These lesions de- 
veloped and spread with frightening rapidity under 
our eyes, and when new looked like carbolic acid 
burns. There also were purpuric elements. 


Candida albicans was cultured from under the 
nails and from all skin and mouth lesions. At that 
time the only available antimonilial remedy was 
gentian violet. While single lesions responded very 
well to this application, new lesions came up with 
frightening rapidity, and the patient took a rapid 
downhill course. 


Laboratory tests yielded one flat glucose- 
tolerance curve but on repetition a diabetic curve— 
and we were inclined to blame the laboratory for 
some error. However, when the patient died with 
an acute thrombosis of the left iliac vein and in 
peripheral vascular collapse, the autopsy revealed 
an islet-cell type of pancreatic carcinoma. Ap- 
parently this tumor produced intermittently more 
or less insulin, so as to induce a flat curve on one 
occasion but permit a diabetic curve to break 
through on another occasion. 


In spite of the unusual cause and unusual course 
of the disease, the C. albicans did not cause any 
unusual reaction on the skin or mucous membranes. 
It only caused what it always does in banal cases, 
namely, liquefaction necrosis in the epithelial cells, 
with reactive superficial inflammation. 


In monilial granuloma the situation is different. 
As the name indicates, in patients afflicted with this 
disease the reaction to the invasion by Candida is 
a dense infiltrate, consisting of lymphocytes, plasma 
cells, polymorphonuclear leukocytes, and foreign- 
body giant cells, and I may add that this infiltrate 
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extends down to the subdermis. I also want to 
emphasize that C. albicans, with all its characteris- 
tic mycological properties and with its animal 
toxicity, can be cultured from ail the lesions with- 
out exception with great ease and even from their 
deep layers, although it cannot be recovered from 
uninvolved skin. No other fungal organism is ever 
found, Therefore, I cannot understand why it is 
doubted by some authors, such as Benedek, that 
C. albicans plays a causative role in the patho- 
genesis of these lesions. We dug out a case from 
the literature, where the attending nurse was in- 
fected by the child’s lesion and thus acquired a 
trivial typical monilial interdigital erosion. This 
proves to me sufficiently that the fault in monilial 
granuloma lies with an abnormal reaction of the 
“host to the organism. 

I show you the slides of our first case, which 
you may remember from our publication. The 
monstrosity of the picture was caused mainly by 
the multiple horn formations, as have been re- 
ported also by others. Actually, these horns con- 
sisted of a mixture of keratin and crusts. 

In connection with this case we uncovered 
13 case reports, strikingly similar to our case in 
all respects. In many cases the picture of the scalp, 
face, and nails nearly duplicated ours. The next 
slide shows a photograph taken from MacKee and 
Cipollaro’s book on skin diseases of children. It 
had the caption “Moniliasis.” 

In studying these cases in the literature, we 
found that in this disease the age of onset is in 
early childhood, mostly before the fifth year of 
life, although more recently some adult cases were 
reported. There is no sexual predisposition. In no 
case was the infection acquired or transmitted to 
other persons in this form. The prognosis for life 
seems to be poor, the patients dying in early youth, 


For several years our patient had no findings 
indicating systemic disease, except that C. albicans 
was cultured not only from the skin, appendages, 
and the mouth but also from saliva and stools. His 
glucose tolerance test was normal on repeated ex- 
amination. However, in the third year of observa- 
tion he was brought in in diabetic coma, which 
developed very suddenly. Later, the child died in 
Cook County Hospital, having severe diabetes. 
Unfortunately no permission for autopsy was 
given. 

I had the opportunity to see a second case sent 
to me for consultation. This child was seen pre- 
viously at the Mayo Clinic, where pancreatic fi- 
brosis was suspected. We were able to perform 
a modern pancreatic-function test on this child, 
namely, the administration by mouth of protein 
which was iodinated with I. In case of insuff- 
ciency of external pancreatic secretion, this pro- 
tein is insufficiently digested (hydrolyzed), and in 
the urine the radioactive material will not be ex- 
creted or will be excreted in diminished quantities. 


This test showed seriously impaired pancreatic 
function in this child, 

With the first child dying with diabetes and the 
second also having pancreatic disease, I have little 
doubt that some kind of pancreatic disease js the 
basis for this tragic, hitherto intractable disease. 

Mycostatin (Nystatin) was discovered and be- 
came available before our first patient died. It was 
given locally and by mouth, in Cook County Hos- 
pital. The child’s lesions improved locally, but the 
cultures continued to be positive. 

We have a rosier picture in another disease, 
acrodermatitis enteropathica, because it now has a 
successful treatment method. 

This disease had been described since 1902 under 
varied names, such as atypical epidermolysis bullosa 
(Wende), atypical acrodermatitis continua of Hal- 
lopeau, systemic thrush, moniliasis, unusual syn- 
drome with C. albicans infection, etc., until, in 
1942, Danbolt and Closs recognized its clearly dis- 
tinctive features and gave it its present name. 

This is a mostly fatal disease of early childhood, 
prominently attacking the skin and gastrointestinal 
tract. It mostly commences in infancy, often at 
the time of weaning from the breast, and runs an 
intermittent yet progressive course, often ending 
in death during childhood from general debility 
and intercurrent infection. There is a definite ten- 
dency to familial occurrence, and several data sug- 
gest that it is a recessively inherited abnormality. 

The cutaneous manifestations appear as fairly 
well-defined, roughly symmetrical patches, located 
around the mucocutaneous orifices and on the ex- 
tremities, especially distally and around the elbows 
and knees. Early the lesions are vesiculobullous, 
but later they often become pustular and even 
psoriasiform. There are severe paronychias and 
dystrophic nail changes. Alopecia of the scalp, 
eyebrows, and eyelashes is characteristic and pro- 
gresses, especially during periods of disease 
activity. During the exacerbations there is a diar- 
rhea and abdominal discomfort, coupled with a 
mental attitude of abject, literally head-hung mis- 
ery, as Lorincz has expressed it. There is also a 
stunting of growth, but intelligence is not affected. 


The skin lesions are frequently infected with C. 
albicans but, in contrast to monilia] granuloma, not 
always. In some cases no C. albicans could be 
demonstrated in any of the lesions. This, of course, 
puts the disease in a different category from gen- 
eralized moniliasis and monilial granuloma, insofar 
as here the skin lesions are not primarily elicited 
by monilial infection. Apparent elimination by 
therapy of C. albicans from the lesions fails to 
alter the course of the disease. 

Still, it is obvious that the basic disease creates 
an extremely high susceptibility to monilial infec- 
tion of skin and mucous membranes. Thrush is 
found in most cases. The basic disturbance, how- 
ever, seems to reside in the gastrointestinal] tract. 


147/599 


The gastrointestinal symptoms and diarrhea, 
coupled with the psychic manifestations, increased 
suspectibility to infection, retarded growth, onset 
during the first weeks or months of life, often at 
the time of weaning, and intermittent progression, 
mostly ending in death during childhood, are all 
reminiscent of the celiac syndrome of the pedia- 
trician and of pancreatic fibrocystic disease (which 
actually was discovered at autopsy in a case of 
acrodermatitis enteropathica, by Ugland). 


In the celiac syndromes there is faulty absorp- 
tion of nutrients from the intestinal tracts, either 
because of inadequate secretion of pancreatic juice, 
with actual disease of the pancreas, or because of 
some primary defect in the intestinal absorptive 
mechanism, as in the so-called idiopathic celiac 
disease. Human milk apparently contains some 
enzymatic or other factors that help compensate 
the faulty absorption in either case. 

There are findings in acrodermatitis enteropathica 
which make it difficult to identify it with the celiac 
syndrome, such as frequent absence of fat and 
starch in the stools, absence of demonstrable lipase 
and amylase deficiency in the bowels, and absence 
of hypochromic anemia and abnormal glucose tol- 
erance tests. Still, the similarities are remarkable, 
and only further studies will clear the relationship 
of the two abnormalities. 

It is most interesting that Giardia lamblia in- 
festation was found in two cases of acrodermatitis 
enteropathica. G. lamblia is generally considered 
nonpathogenic, but there are scattered reports on 
findings of giardiasis underlying some celiac-like 
syndrome. 

We became involved in acrodermatitis entero- 
pathica when we had a case which was originally 
diagnosed as dystrophic epidermolysis bullosa. The 
correct diagnosis of this case was made by Her- 
mann Pinkus, in the Chicago Dermatological So- 
ciety. As a fortuitous accident, it happened that 
at that time our department was visited by a gen- 
eral practitioner, Dr. Schlomovitz, who most 
enthusiastically and passionately claimed that gen- 
eralized moniliasis can be cured by the administra- 
tion of Diodoquin (diiodohydroxyquin). Several 
prominent dermatologists in Chicago knew about 
Dr. Schlomovitz’s claim and assured us that Dr. 
Schlomovitz was mistaken. But when our little 
patient went from bad to worse and it looked like 
the end was not too far away, we tried Diodoquin, 
210 mg. q.i.d. Within four days there was strik- 
ing improvement, and complete remission was 
achieved in a few weeks. This was in 1952, and 
ever since the child has been well with the possible 
exception of very occasional marginal blepharitis, 
which promptly clears after the administration of 
Diodoquin for a day or two. 

We know of more than a dozen additional cases 
in which Diodoquin has proved to be effective. 
Sometimes the results are not as strikingly rapid 
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and complete as in our case. More or less con- 
tinuous therapy is required, sometimes at higher 
dosages, to achieve and maintain improvement. 
Cure is not always complete. 


Incontinentia Pigmenti (Bloch - Sulzberger), 
Early Stage. Presented by Dr. RICHARD B. 
SrouGHTON and Dr. W. P. LASCHEID. 


A 7-week-old infant was first seen by DR. 
Anthony Piraino at birth and referred to Uni- 
versity Hospitals at the age of 3 weeks, with the 
diagnosis of incontinentia pigmenti. 


The infant was born at term after a normal ges- 
tation. The birth weight was 6 lb. 14 oz. The 
mother had had no unusual medications during her 
pregnancy. Two siblings are living and well. The 
mother and father are living and well. 

On the day after the delivery, an eruption was 
noted on the infant’s right knee. This was noted 
as erythema plus blistering. The eruption pro- 
gressed fairly rapidly to involve all extremities, 
trunk, and scalp. 

Physical examination revealed an alert, active 
child, with no abnormalities other than her skin 
eruption, which consisted of vesicles on an ery- 
thematous base, arranged in linear streaks and 
swirls over the extremities, trunk, and scalp. 

Urinalysis was negative; S. T. S., negative; 
hemoglobin, 22 gm.; white blood cell count 29,000, 
with a differential count showing polymorpho- 
nuclears, 14; lymphs, 38; eosinophils, 46, and 
basophils, 2. X-ray bone survey revealed no abnor- 
malities. 


A biopsy specimen of one of the lesions reveals 
spongiosis and vesicle formation in the epidermis. 
The vesicle is packed with eosinophils. Eosinophils 
are noted throughout the upper corium and epi- 
dermis in large numbers. 


This is consistent with the diagnosis of incon- 
tinentia pigmenti, early stage. 


Incontinentia Pigmenti (Bloch - Sulzberger), 
Late Stage. Presented by Dr. RicHarp B. 
SroucHton, W. P. LascHerm, and Dr. SAM 
Sato, Department of Dermatology, University 
Hospitals. 

A 24-year-old white girl was first seen at 
University Hospitals on Jan. 5, 1956, having been 
referred by Dr. Sam Sato with the diagnosis of 
incontinentia pigmenti. She had been born three 
weeks prior to admission, following a normal term 
pregnancy. The birth weight was 7 Ib. 2 oz. She 
apparently reacted normally at birth and was nor- 
mal, with the exception of her eruption, which was 
noted as redness and blisters “all over the body” 
but mostly concentrated in the groin and on the 
legs. The family history was essentially negative. 
Venereal disease was denied. During her preg- 
nancy the child’s mother had had no infection or 
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medication. Prior to the pregnancy she had a cys- 
titis, which was treated with sulfonamide drugs. 

Physical examination in January, 1956, revealed 
a 3-week-old normal infant, with the exception of 
the eruption, which consisted of erythema, ar- 
ranged somewhat in streaks and swirls, with mul- 
tiple vesicles distributed over the trunk, extremities, 
face, and scalp. A few hyperkeratotic lesions were 
noted, particularly on the extremities. 

Urinalysis was negative; hemoglobin, 19 gm.; 
white blood cells, 29,900, with 20% polymorpho- 
nuclears, 31% lymphocytes, and 49% eosinophils. 
Bone marrow aspiration was reported to be within 
normal limits. X-ray of bones revealed no abnor- 
malities, 

Prior to admission, steroids had been tried, with 
no response of the lesions. Diodoquin was ad- 
ministered, 50 mg. b. i. d. for one week. No 
appreciable difference in the eruption was noted. 


A biopsy specimen of the early (vesicle) stage 
revealed an intraepidermal vesicle containing nu- 
merous eosinophils. The epidermis shows slight 
spongiosis, with slight broadening of the rete pegs. 
There are scattered eosinophils and lymphocytes in 
the dermis. This is consistent with the diagnosis 
of incontinentia pigmenti, early stage. 

A biopsy of the hyperkeratotic lesion reveals a 
small verrucous lesion with hyperkeratosis, acan- 
thosis, and minimal focal parakeratosis. Eosinophils 
and lymphocytes are noted in the superficial der- 
mis. This is consistent with the diagnosis of in- 
continentia pigmenti, intermediate stage. 

Since discharge from the hospital, this child 
has been followed at intervals by Dr. Sato. A min- 
imal amount of pigment was laid down after the 
initial lesions disappeared. No other abnormalities 
have been noted in this child, 


Discussion 


Dr. W. P. LascHem: These two cases were 
presented to show the various stages of the disease. 
This condition was first described by Bloch, in 
1926, and later by Bloch and Sulzberger, in 1928. 
They described the third stage, a pigmented stage 
in which the pigment is laid down in streaks and 
swirls, without any tendency to go along skin 
lines and without following any nerve roots. In 
1951, Carney reviewed the literature and reported 
five cases of his own, where he pointed out that 
about 30% of the time this eruption is preceded by 
an erythematous, vesicular eruption and again 
about 30% of the time by hyperkeratotic lesions. 
He also pointed out that this disease is frequently 
associated with other abnormalities, such as cata- 
racts, delayed dentition, mental retardation, etc. 

We wanted to present these two cases to show 
primarily the vesicular stage and the hyperkeratotic 
lesions in the first case and the laying down of the 
pigment in the second case. 


Dr. RicHarp B. StoucHton: I think it is inter- 
esting to note the large number of eosinophils in 
the early stage and also that there is a peripheral 
eosinophilia in association. I should like to men- 
tion some of the work we have done. We have 
taken normal human epidermis and made extracts 
after proteolysis. This extract, when injected into 
normal skin, results in the attraction of 20% - 50% 
eosinophils to the area. This probably explains the 
tissue eosinophilia we see associated with many 
epidermal lesions. 


Angiokeratoma Corporis Diffusum (Fabry). 
Presented by Dr. RicHarp B. StoucHton and 
Dr. W. E. CLENDENNING. 


A 48-year-old white man was admitted to Uni- 
versity Hospitals for the third time on July 24, 
1957, with the complaint of dizziness, accompanied 
by nausea and vomiting, of one month’s duration. 
The vertigo was described as intermittent and 
seemed associated with lying on the left side. He 
also gave a history of tinnitus and loss of hearing. 
As long as he can remember his skin has appeared 
as it does at present. There have been no symp- 
toms referable to the skin. 

The patient had osteomyelitis of the right tibia 
in 1940. He had had two previous admissions to 
University Hospitals, in 1954 and 1955, for an 
unexplained albuminuria. After an extensive 
work-up, no abnormalities were revealed other than 
benign prostatic hypertrophy. 

On physical examination the blood pressure was 
155/105. There was rotary nystagmus on right 
lateral gaze. The prostate was enlarged times two. 
The reflexes were hypoactive. The eruption on the 
skin was mainly confined to the trunk and was 
more prominent on the lower aspects, particularly 
the buttocks. It consisted of small, 1 to 3 mm., 
spots and slightly elevated papules, which varied in 
color from red to brown. They did not blanch 
on diascopic pressure. The skin in the more 
markedly affected area was rough. 

Urinalysis revealed speciñc gravity, 1.019; al- 
bumin, 2+ and 3+; white blood cells, 2 to 3 per 
high-power field; casts, 8 to 10 hyaline and finely 


granular ; kanan, normal; chemistries, nor- 
mal; urea clearance, 94%; urine culture, no 
growth; orthostatic albumin test, negative. Elec- 


trocardiogram showed incomplete right bundle- 
branch block and left ventricular hypertrophy. 
X-rays of the lungs, right tibia, paranasal sinuses, 
and skull were negative. Two intravenous pyelo- 
grams, done on previous admissions, were normal. 
Caloric testing was normal. 


A punch biopsy was taken from the right but- 
tock. The epidermis was normal. In the upper 
dermis were numerous vascular spaces of varying 
size, many of them filled with red cells and lined 
by a single layer of endothelium. A mild chronic 
inflammatory reaction was present in the upper 
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dermis. This is consistent with the diagnosis of 
angiokeratoma. 

It was felt by the neurological consultants that 
the vertigo was on the basis of hydrops of the 
labyrinth. The patient was given meclizine ( Bona- 
mine) hydrechloride, 0/025 t. i. d., with subsequent 
disappearanee of his symptoms. He has remained 
in good health until the present time. The albu- 
minuria remains unexplained. 


Discussion 


Dr. Eart W. NETHERTON: I am very much in- 
terested in this patient, because several years ago 
I presented a case of this particular entity. There 
were very many more lesions than this man has. 
He also had a numbness of one arm, which went 
on for a long while. Eventually he developed an 
amblyopia. He had a vascular accident about 10 
years after we had shown him. Angiokeratoma 
was discussed at that time. There is no keratoma 
that I can see. If we hold with Dr. Weil’s original 
concept, we cannot classify this in that category. 
This man has many more, some in the mucous 
membranes. Our patient had lesions in the mucous 
membranes also, but we did not think it belonged 
to the hereditary type of disease. Our patient also 
continued to develop more lesions as time went on. 
How long have you observed this patient, and has 
he continued to develop newer small vesicular 
lesions ? 

Dr. W. E. CLENDENNING: I should first like to 
answer Dr. Netherton’s question. We first saw 
this patient in August, 1957. During the past nine 
months there has been no change in the appear- 
ance of the lesions. 

Angiokeratoma corporis diffusum was first de- 
scribed by Fabry, in 1898, under the name “purpura 
hemorrhagica nodularis.” Over the succeeding 50 
years only about 20 cases were described, all in the 
European literature. Interest has been focused on 
this entity in the past decade by Ruiter and his 
associates, who have drawn attention to the sys- 
temic and possible familial nature of the disorder. 

They have noted what they term a cardiovascular- 
renal symptom complex in association with the 
skin manifestations. This consists of (1) vaso- 
motor disturbances, such as rheumatoid pains, 
cramps, amd paresthesias of the extremities; (2) 
edema of the lower extremities; (3) moderate ele- 
vations of blood pressure; (4) cardiac enlargement, 
particularly left ventricular, and (5) persistent ab- 


150/602 


A. M. A. ARCHIVES OF DERMATOLOGY 


normalities of urine, albuminuria, red blood cells, 
white blood cells, and casts in the sediment. 


The opportunity arose to autopsy a case. The 
essentials of the pathological investigation were 
thickening of the media of the blood vessels, as the 
result of accumulation of hyaline material between 
the muscle fibers, and hypertrophy and pronounced 
vacuolation of the cytoplasm of the muscle fibers 
themselves. Scribe, in 1950, demonstrated that the 
vacuolation of these cells was due to a lipid sub- 
stance similar to, but not identical with, sphingo- 
myelin. 

On the basis of these findings, the investigators 
postulated a hitherto unrecognized lipoid storage 
disease as the basic abnormality in this syndrome. 
Two cases, subsequently reported in the American 
literature, have demonstrated a similar clinical and 
pathological picture. 


It is of interest that this patient has a brother 
who supposedly has albuminuria. We would, of 
course, be most interested in seeing this sibling, but, 
thus far, neither we nor the urologists have been 
successful in persuading him to come in. Two of 
Ruiter’s cases were brothers. 

A Case for Diagnosis. (Mycosis Fungoides?). Presented by 
Dr. J. R. Driver, Dr. W. E. CLENDENNING, and Dr. 
Sam SATO. 

Pretibial Myxedema. Presented by Dr. Ricuarp B. 
StoucHTon, and Dr. W. P. LascHerp, Department of 
Dermatology, University Hospitals. 

Herpes Zoster in Twenty-Month-Old Infant. 
Dr. Haro_tp N. Core Jr. 

Solitary Lesion of Urticaria Pigmentosa. Presented by Dr. 
ANTHONY PIRAINO. 

Urticaria Pigmentosa,. 
STOUGHTON. 

Epiloia (Adenoma Sebaceum). Presented by Dr. RICHARD 
B. StouGuTon and Dr. W. P. LASCHEID. 

A Case for Diagnosis (Neurotic Excoriations?). Presented 
by Dr. GrorceE M. Stroup and Dr. W. E. CLENDEN- 
NING. 


Presented by 


Presented by Dr. RıcHarD B. 


Scleroderma with Raynaud’s Phenomenon. Presented by 
Dr. Ricuarp B. StoucuHtTon and Dr. L. Potts, Depart- 
ment of Dermatology, University Hospitals. 

Scleredema Adultorum (Buschke). Presented by Dr. RICH- 
ARD B. StouGHTon and Dr. W. E. CLENDENNING. 

Hailey and Hailey Disease (Familial Benign Chronic 
Pemphigus). Presented by Dr. James H. McCreary. 

Multiple Myeloma with Secondary Amyloidosis. Presented 
by Dr. Ricnarp B. StovcnHton and Dr. W. P. 
LLASCHEID. 

Discoid Lupus Erythematosus. Presented by Dr. RICHARD 
B. StovucuTon and Dr. W. P. LAscHEID. 

A Case for Diagnosis (Xeroderma Pigmentosa (Forme 
Fruste)?). Presented by Dr. RicHarp B. STOUGHTON 
and Dr. L. Potts, Department of Dermatology, Univer- 
sity Hospitals. 
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A Case for Diagnosis and Suggestions for 
Treatment (Erythema Multiforme? Derma- 
titis Herpetiformis?). Presented by Dr. Mavu- 
RICE J. COSTELLO. 


A girl aged 18 months has had a generalized, 
pruritic eruption of almost four months’ duration. 
The mother is allergic to penicillin; she had one 
episode of urticaria after the birth of a child three 
“years ago and what sounds like angioneurotic edema 
10 years ago, which lasted for one month. 


The patient was normal at birth, but at the age 
of 2 months she had infected tonsils which re- 
sponded to the mycins. An otolaryngologist felt 
that the tonsils should be removed but that she 
was too young. They have been normal ever since. 
In October, the patient was given a “flu” shot, and 
10 days later an urticarial eruption developed. Her 
pediatrician prescribed elixir of pyribenzamine, but 
there was no improvement. The urticarial lesions 
began to form circles and half-circles, and three 
weeks after the onset vesicles began to appear. 
There was no history of taking drugs or laxatives 
except vitamins and iron, which were discontinued 
without change in the eruption. The patient had 
been sleeping in a room in which there was a 
mildewed carpet. She was kept out of it, without 
improvement. To rule out food allergies the child 
was given only milk for three days, but there was 
no change. Her stools were found negative for ova 
and parasites. On Dec. 4, a urinalysis was normal. 
Her blood cell count showed hemoglobin, 10.7 gm. ; 
red blood cells, 4,500,000, and white blood cells, 
6,200, with 35% polymorphonuclear cells, 59% 
lymphocytes, 2% eosinophils, and 4% monocytes. 

The patient was given elixir of Benadryl and 
tetracycline and then erythromycin, without im- 
provement. Steroid therapy (4 to 8 mg. of Meti- 
corten daily) produced some improvement and 
alleviation of the pruritus, but when it was dis- 
continued the eruption and the itching reappeared 
in full force. 


At this point, the child was reexamined by her 
pediatrician and no abnormalities were found ex- 
cept the eruption. The child was seen then by 
another dermatologist in consultation, and steroids 
were discontinued because of the lack of response; 
she was again given Tetrabon, 1 teaspoonful t. i. d. 
There was some improvement, but new lesions 
continued to appear. After two weeks without any 
real clfange the antibiotic was discontinued, and 
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the patient has been taking elixir pyribenzamine 
only p. r. n. for the pruritus. 


There has been no essential change in the erup- 
tion; vesicles and bullae, occasionally hemorrhagic, 
continue to appear, as well as the urticarial gyrate 
lesions. These seem to come in showers about 
every 10 days. 


Urinalysis, on Jan. 27, 1958, was completely nor- 
mal. On the same day the hemoglobin was 11.1 
gm.; red blood cells, 4,300,000; white blood cells, 
8,050, with 38% polymorphonuclear neutrophils, 
1% band forms, 52% lymphocytes, 3% monocytes, 
and 6% eosinophils. 


Biopsy, on Jan. 27, 1958, showed a subepidermal 
bulla with a thin, flattened roof. The underlying 
corium presented superficial, dilated, congested ves- 
sels surrounded by a moderate, nonspecific cellular 
reaction. The diagnosis was erythema multiforme 
bullosum. 


At this time the child was seen in consultation 
with another dermatologist, and it was felt that 
the eruption was an erythema multiforme type of 
dermatitis herpetiformis. As a therapeutic test the 
child was given 1 Promacetin tablet three times 
daily. Treatment began on Dec. 23, and by Dec. 
28, the urticarial lesions had all but disappeared, but 
new vesicles were still forming. Examination of 
the blood, on Dec. 28, showed hemoglobin, 9.7 gm. ; 
red blood cells, 3,970,000, and white blood cells, 
6,400, with 38% polymorphonuclear neutrophils, 
11% band forms, 47% lymphocytes, 2% eosinophils, 
1% basophils, and 1% monocytes. The mother 
failed to get a urine specimen for examination. 


Two days later, despite continuation of the 
Promacetin, new urticarial lesions appeared and 
the child was given 4 tablets of Promacetin daily. 
On the second day after the dosage was increased, 
the patient became febrile and listless, and the 
face and eyelids became puffy. The Promacetin 
was discontinued, and the patient was given 3 mg. 
of Meticorten. The next morning the fever and 
swelling were gone, and the child began acting 
normally. The blood cell count that day showed 
hemoglobin, 9.7 gm.; red blood cells, 3,400,000, 
white blood cells, 4,750, and 42% polymorphonu- 
clear neutrophils, 5% band forms, 49% lympho- 


cytes, and 4% monocytes. There was slight 
hypochromia and occasional poikilocytosis and 
anisocytosis. Examination of the urine was en- 


tirely normal. Steroid therapy was continued and 
increased up to 15 mg. of Meticorten daily, with 
no improvement. 
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Discussion 


Dr. NATHAN SopeL: It would be interesting to 
speculate what the injection of flu vaccine had to 
do with this eruption. I think the vaccine con- 
tains some antiseptic, which may have been a 
factor in causing the erythema multiforme. 


Dr. Wrpert Sacus: The flu injection was 
given four months ago. Do you think that could 
have anything to do with the eruption seen today ? 
I think the patient has dermatitis herpetiformis 
with erythema multiforme, which is not uncom- 
mon. I agree with the pathologist; there is a 
bullous lesion and groups of polymorphonuclear 
cells, even the papillary bodies. The pathology is 
that of erythema multiforme underlying dermatitis 
herpetiformis. I do not think the injection had 
anything to do with it. 

Dr. Maurice J. Costetto: When I first saw 
the patient I was under the impression that the 
nearest diagnosis clinically was dermatitis herpeti- 
formis because of the urticarial, bullous erup- 
tion and the sites of localization, but the eruption 
did not respond to Promacetin therapy. This is the 
second time I have seen Promacetin give indication 
of depressing the blood-forming organs. 

Dr. Seymour Frien (by invitation): The man 
who examined the biopsy specimen thought it was 
just erythema multiforme, with no evidence of 
dermatitis herpetiformis. I should like to ask 
what the consensus is—whether it is more in favor 
of dermatitis herpetiformis or erythema multi- 
forme. If it is dermatitis herpetiformis, shall we 
try sulfapyridine? One type of sulfone may work, 
while another may not. 

Dr. Wrepert SAcHs: I have never seen a pure 
erythema multiforme with collections of eosino- 
phils in the cutis and in the papillary bodies. That 
is more significant of dermatitis herpetiformis. 
Did respond to 


Dr. . ADRIAN Bropey: this 


corticosteroids ? 


Dr. SeyMour Frien (by invitation): The first 
time it was tried there was slight improvement. 
The second time we gave tremendous doses, up to 
15 mg. daily, of Meticorten, which is a very large 
dose for a child weighing 20 1b., and there was no 
improvement at all. . 


Dr. Maurice J. CosteLto: For a short time (two 
weeks) it might not be wrong to give Fowler’s 
solution, which has long been known to be helpful 
in dermatitis herpetiformis, but I would not sug- 
gest that it be given for a longer period. Since 
she had such a bad reaction to Promacetin, | 
would be very much against giving sulfapyridine. 
Usually dermatitis herpetiformis does not last long 
in children. It is either cured after a relatively 
short period, or it clears up spontaneously. 
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Infantile Acne. 
COSTELLO. 


An 11-month-old baby boy has had facial acne 
of moderate severity for the past four months, 
consisting of few comedones, papules, pustules, and 
scars. Treatment has consisted of resorcinol-sulfur 
lotion, Ilotycin ointment, and 0.9 cc. of vitamin A 
daily (equal to 4,000 units), administered in an 
alternating manner. 


Presented by Dr. Maurice J. 


Discussion 


Dr. Davin Broom: Although the acne lesions 
are bilateral one may consider it a follicular or 
comedo nevus (analogous to a systematized nevus). 
It is known that these lesions may be followed by, 
atrophy, as seen in this child. 


Dr. PauL Gross: The child is 11 months old, 
which is well beyond the age when true infantile 
acne manifests itself. Therefore, further observa- 
tion is indicated to rule out endocrine disturbance. 
Certainly we are not dealing with a nevus 
comedonicus, which is always unilateral and usu- 
ally located on the trunk. Atrophoderma vermic- 
ularis is not preceded by acneform lesions, and 
therefore that diagnosis is improbable. 


A Case for Diagnosis (Dermatitis Herpeti- 
formis?). Presented by Dr. ADRIAN BRODEY. 


An 1l-year-old girl was previously presented to 
this society on Nov. 12, 1957, with a complaint of 
a purpuric bullous eruption of over three years’ 
duration. The patient had responded well to 
corticosteroid or sulfapyridine therapy, but mild 
leukopenia had followed use of the latter drug. 
Biopsy examination, on Nov. 20, showed evidence 
of a pronounced infection with superficial im- 
petiginization. The picture was that of ecthyma. 
There was no evidence of extracellular cholester- 
osis. The y-globulin fraction was normal. Anti- 
streptolysin titer studies were normal, and 
bacteriological cultures were negative. Corticoster- 
oid therapy was discontinued, and exacerbation 
followed, which was dramatically controlled by an 
initial dose of 4 gm. of Promacetin daily and 2 
gm. daily thereafter. This therapy began on Dec. 
9, 1957, and on Dec. 21 the while blood cell count 
was 5,600 with 44% polymorphonuclear neutro- 
phils. On Nov. 18, while blood cell count had 
been 14,300, with 61% polymorphonuclear neutro- 
phils. On Jan. 7, 1958, the white blood cell count 
was 2,600, with 27% polymorphonuclear neutro- 
phils, and the Promacetin then was immediately 
discontinued. On Jan. 13, the white blood cell 
count was 6,400, with 47% polymorphonuclear 
cells. The lesions began to recur, and the patient 
was given 5 mg. of Meticorten three times a day 
(the maintenance dose), and Mysteclin V,,250 mg. 
t. i. d. Two weeks later the white blood cell 
count was 3,500, with 34% polymorphonuclear 
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leukocytes. All medication was then interdicted. 
Five days later the white blood cell count had risen 
to 6,500 and the polymorphonuclears to 46%. The 
erythrocyte sedimentation rate has been normal 
throughout. At present the patient presents purpuric 
vesicular, aggregated lesions over the lower ex- 
tremities. 


Discussion 


Dr. Jonn W. DouGHerty: For what it is worth, 
I should like to add the possibility of epidermolysis 
bullosa and Ehlers-Danlos syndrome, neither of 
which would be complete by any means. I would 
go along with a diagnosis of dermatitis herpeti- 
formis, in this girl. When she was presented be- 


fore I did not think much of the leukopenia, but 


now I have great respect for it. 


Dr. Perry Sacus: When I first saw the patient 
I was impressed by the tremendous amount of in- 
fection and ulceration. Today the eruption has a 
nodular appearance. I think it was the second 
biopsy specimen, which showed a tremendous in- 
fection; the cutis was filled with polymorphonu- 
clear cells, which in itself would rule out the 
possibility of epidermolysis bullosa. The micro- 
scopic picture did not suggest it or extracellular 
cholesterosis, which was also mentioned at the 
earlier meeting. However, on biopsy it was im- 
possible to establish a diagnosis of dermatitis 
herpetiformis. There was pronounced infection, 
such as an ecthymatous process. While I do not 
think it is dermatitis herpetiformis, I cannot make 
a diagnosis. 

Dr. WILBERT SACHS: Some of the lesions were 
indurated, and I do not believe biopsy was out of 
order at all. There may be a reason for the 
tremendous infiltration of polymophonuclear cells, 
which suggested ecthyma. I would have thought of 
something in the nature of acne varioliformis. I 
wonder if it is not some form of tuberculid. 


Dr. Davin Boom: I am unable to make a defi- 
nite diagnosis but wish to state that I too am 
impressed with the bad scars, which resemble the 
sears and pseudotumors seen in Ehlers-Danlos 
syndrome owing to capillary and cutaneous fragil- 
ity. 

Dr. Maurice J. Coste_to: The most unusual 
feature of this eruption—and one that is unique to 
me—is the ecthymatous element. When Dr. Brodey 
presented the patient last time, I thought it was 
not Duhring’s disease because it responded favor- 
ably to steroid therapy, and I have never seen 
ecthymatous lesions in dermatitis herpetiformis. 
However, they may represent a super imposed in- 
fection. For that reason I suggested to Dr. Brodey 
that he do y-globulin determinations. Promacetin 
may cause leukopenia, and one must keep that in 
mind. In this case, leukopenia appeared when 
Promacetin was administered. 


Dr. PAuL Gross: I am still more in favor of 
extracellular cholesterosis than I was when the 
patient was presented last time. The evolution of 
the typical lesions of this disease is rather slow, 
but some of the tumor-like lesions seen today may 
give a more convincing biopsy result. 


Dr. AprRIAN Bropey: The eruption has been 
very bizarre, and I have not made a conclusive 
diagnosis. The eruption has been well controlled 
with corticosteroids, but I have been reluctant to 
continue indefinitely. Another biopsy will -be per- 
formed from the area, as suggested by Dr. Gross. 
We have a feeling that the diagnosis will prove to 
be an esoteric one, like extracellular cholesterosis. 


A Case for Diagnosis (Polymorphous Light 
Eruption? Lymphocytoma? Spiegler - Fendt 
Sarcoid?). Presented by Dr. Maurice J. 
COSTELLO, 


A 44-year-old man, employed as a mechanic, has 
had a localized eruption of three years’ duration, 
consisting of coin-sized, coalescing, pink, erythem- 
atous, infiltrated lesions in the mid-dorsal region 
of the vertebral column. At present there is a 
nickel-sized lesion which is undergoing involution 
as a direct result of roentgen-ray therapy, al- 
though similar involution occurred previously when 
the antimalarial drugs were administered. 


Biopsy was suggestive of lymphoblastoma. 


Discussion 


Dr. A. C. Creo_tcaro: I would agree with the 
diagnosis of lymphocytoma. There are some 
lvmphomas that are difficult to categorize. I think 
it is relatively benign. I have followed a patient 
with the chronic form of aleukemic leukemia for 
20 years, and he developed several lesions that 
resembled those seen in the patient presented this 
evening. The response to irradiation was prompt 
with comparatively small dosage. 


Dr. GeorcGe M. Lewis: It is difficult to make a 
definite diagnosis at this time. The presenter states 
that it was a firm, dome-shaped lesion and that it 
regressed under radiotherapy. That is indicative of 
lymphoblastoma. 


Dr. ORLANDO CANIZARES: I have had two or 
three such cases. One woman had a lesion on the 
face and refused biopsy. I prescribed an anti- 
malarial drug, and the lesion cleared up entirely. 
I was very pleased with the result until I found 
she had not taken the drug. This concept of a 
lymphoblastoma that responds tọ antimalarials or 
heals spontaneously is confusing. This type of le- 
sion and other members of the group should be 
classified separately. I am against calling them 
lymphoblastomas because the understanding of the 
medical profession in general is that lympho- 
blastomas are very malignant lesions. 
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De. A. C. Crpo_ttaro: The term lymphoblastoma 
means very little. There are well-known and 
authenticated cases of ‘leukemia with blood changes 
that have spontaneously gotten well. Most of these 
cases, however, do not. There are those that run 
a chronic course for 10 or 15 years and those that 
die within two weeks. We have all seen single 
lesions with blood changes and some with marked 
alterations. Then there are patients who show 
cutaneous lesions from head to foot, without blood 
changes. The hematological manifestations occur 
long after the cutaneous lesions appear. When we 
talk about lymphomas we are not talking about 
a disease with a definite pattern which runs a 
definite course but about a disease which is ex- 
tremely variable in appearance and progress. 

Dr. WILBERT Sacs: Single lesions of so-called 
lymphoblastomas do not always eventuate into 
some type of lymphoma. There are single lesions 
on the sternum which we have had great diff- 
culty in calling lymphoblastoma, and small doses 
of radiation clear them up. I agree with Dr. 
Cipollaro that the term does not mean too much, 

Dr. Davin BLoom: Are these lesions which you 
call lymphobastoma also termed lymphocytoma ? 

Dr. A. C. CrroLLAaRro: I think some histologists 
call them that, but there is a great difference of 
opinion among pathologists. 

Dr. Perry SacHs: You cannot always be sure 
that it will not be one of the malignant lympho- 
blastomas. It is difficult to determine at times 
clinically or microscopically which member of the 
group is present, and to differentiate it from the 
benign lesions, such as Spiegler-Fendt  sarcoid, 
lymphadenosis cutis, lymphocytic infiltration, and 
lymphocytoma. In addition, subacute lupus erythe- 
matosis and polymorphous light eruption are also 
considerations. 

Dr. A. C. Crpo_ttaro: It was Pautrier who 
originally called attention to these foci of lympho- 
cytes. That was forgotten for some time, and it 
has become a “new” concept recently. I fully 
appreciate how difficult it is for a neophyte to keep 
all of these entities clearly differentiated. 

Dr. Wiipert Sacs: In the old literature 
lymphocytoma was synonymous with lymphadeno- 
matosis and Spiegler-Fendt sarcoid. 

Dr. PauL Gross: On the basis of the biopsy 
findings and the response to x-ray therapy, one 
should consider the diagnosis of solitary lesion of 
lymphoblastoma in this case. I believe that the 
diagnosis of lymphocytoma should be reserved for 
a specific tumor with germinative centers resem- 
bling lymph gland structure. 

Dr. M. J. Costetto: I have frequently seen 
lesions on the face which were evanescent, with 
edematous, plaque-like lesions on the malar promi- 
nences; they had to be the same disease because, 
in addition to the identical appearance, they dis- 
appeared with the same treatment. Usually the 
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lesions on the back disappear after a time under the 
same treatment. 

Dr. Paut Gross: If this eruption did com- 
pletely involute with antimalarial therapy, I must 
abandon the diagnosis of lymphoblastoma and 
should accept the diagnosis of lymphocytic infil- 
tration of the skin, in the sense of a polymorphic 
light eruption. 


Nevus Flammeus with Involvement of the Deep 
Vessels. Presented by Dr. Jonn W. DouGHerty. 


A Negro woman, aged 45, has had a nevus 
flammeus involving the entire left side of her 
body since birth. She was first seen, in 1953, in 
the Outpatient Department of the New York Hos- 
pital, with a shallow ulcer 1.5 cm. in diameter on 
the anterolateral aspect of the lower third of the 
left leg. She complained of burning pain in the le- 
sion, worse at night. A similar ulcer had developed 
at the age of 9. Oscillometric studies of the area 
below the knee showed normal values on the right 
leg and about one-fourth normal on the left. The 
ulcer healed in two months with the application of 
antibiotic ointments. The patient was advised 
against the use of a pressure dressing by the 
vascular department. 

Roentgenograms of the chest and gastrointestinal 
tract were normal. 

For the past year the patient has had a painful 
ulcer on the anterior aspect of the left ankle. 
This is subsiding under local treatment. The ulcer 
is surrounded by an area of dermatitis, 5 cm. wide. 


Discussion 


Dr. Davin BLoom: Unilateral nevi flammei are 
not infrequently associated with angiomatous le- 
sions in the central nervous system. The Sturge- 
Weber syndrome in an example of such an 
association when the nevus flammeus covers one 
side of the face. It would be of interest to deter- 
mine whether the circulatory disturbance of the 
affected extremity in this patient is due to involve- 
ment of the central nervous system. 

Dr. Georce M. Lewis: Will Dr. Dougherty ex- 
plain the mechanism by which the affected side is 
cold instead of warm? 

Dr. Maurice J. Costetto: Many times these 
patients have hemangiomas of the dorsal vertebrae. 


Dr. Jonn W. DouGHErTyY: Somebody asked her 
whether she had back pain, and she said she did 
not. 

Dr. Paut Gross: I wonder whether the vascu- 
lar disturbance associated with the nevus could 
be due to involvement of the vasa nervorum ? 

Dr. WILBERT SAcHs: How would you diagnose 
a thing like that? I do not think anybody could 
do it, except at autopsy or operation. : 5 

Dr. PAuL Gross: Some of the neurovascular 
manifestations of livedo reticularis with summer 
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ulcerations have been explained by involvement of 
the vasa nervorum. 

Dr. Jonn W. DoucHerty: The feeling was that 
that extremity was colder for two reasons: first, 
that it is radiating an exceptional amount of heat, 
and second, that perhaps there is a reflex effect on 
the deeper vessels so that she is not getting as much 
blood in that extremity as in the contralateral one. 
Deep circulation was proved to be impaired on the 
left side by oscillometric studies. Whether it is 
purely a structural or a neurogenous element, we 
do not know. 

Basal-Cell Epithelioma Treated by Prolonged Fractional 


Superficial Roentgen Ray Therapy. Presented by Dr. 
Maurice J. COSTELLO. 
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Oligophrenia, Ichthyosis, and Spastic Diplegia. 
(?Sjogren-Larsson Syndrome). Presented by 
Dr. CHESTER FRAZIER. 


A boy aged 23 months has been followed since 
the age of 9 months at Children’s Hospital because 
of cerebral palsy and mental retardation. Four 
weeks ago he was admitted to Massachusetts Gen- 
eral Hospital with a clearing eruption of chicken- 
pox and generalized convulsions. In September, 
1957, he had had a seizure with acute laryngo- 
tracheobronchitis. Until his admission he had had 
no anticonvulsant therapy. The patient’s skin 
was normal at birth, but he later developed a scaly 
eruption on the legs, with dry skin elsewhere. 


There is an area of pronounced scaling on both 
legs, giving the appearance of an alligator-like skin. 
The scales themselves are 1 to 2 cm. in diameter. 

The patient is within the normal percentile of 
growth and development curves. Roentgenograms 
of the skull and an electroencephalogram were 
normal. The blood sugar values were normal. 
Examinations and culture of the spinal fluid re- 
vealed no abnormalities. 


Discussion 


Dr. R. NEAL SCHNEIDERMAN (by invitation) : 
This child was first presented to us by Dr. Dodge, 
of the Pediatric Neurology Department, as a pos- 
sible case of a new syndrome, described in the 
A.M.A. Archives of Neurology and Psychiatry 
by two authors, Sjogren and Larsson, as being 
“oligopkrenia in combination with congenital ich- 
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Subcutaneous Nodular Basal-Cell Epithelioma Originating 
in a Sebaceous Cyst. Presented by Dr. MAURICE J. 
COSTELLO. 

Dermatitis Herpetiformis, Polymorphous Pustular , Type. 
Presented by Dr. Maurice J. COSTELLO. 

Adenoma Sebaceum Treated by Dermabrasion and Cautery, 
Presented by Dr. Maurice J. COSTELLO. 

Pustular Psoriasis. Presented by Dr. THomMaAs N. GRAHAM. 

A Case for Diagnosis (Polymorphous Light Eruption?). 
Presented by Dr. Maurice J. COSTELLO. 

Multiforme Symptomaticum (Due to Herpes 

Presented by Dr. PAuL 


Erythema 
Simplex? 
Gross. 

Atopie Dermatitis in Three Generations. Presented by Dr. 
Davip BLOOM. 

A Case for Diagnosis (Accessory Mamma? 
Presented by Dr. Davin BLoom. 

Familial Benign Chronic Pemphigus 
Presented by Dr. NATHAN SOBEL. 


Drug Eruption?). 


Lipoma?). 


( Hailey-Hailey). 


thyosis and spastic disorders.” Twenty-eight cases 
had been seen by the authors. Characteristically, 
the mental deficiency manifests itself as an I. Q. of 
usually less than 30. In three of the cases it was 
between 30 and 50. The spastic disorders were 
usually those of cerebral palsy. All 28 cases had 
congenital ichthyosiform erythroderma, which 
varied greatly in degree of involvement but mani- 
fested itself usually at birth as erythroderma coin- 
cident with or followed by generalized scaling. As 
the erythroderma faded, scaling usually continued. 


From these 28 cases, 2,376 ancestors were traced, 
and it was found that the syndrome presented itself 
either as the triad or not at all. 


It was felt that the diagnosis could be made 
clinically because of the extreme rarity of this 
combination. Almost all the cases were traced 
back to one of the northeastern counties in Sweden. 


The life expectancy in these patients was only 
50% of the normal, and genealogic studies showed 
that the syndrome began 600 years ago with one 
person who had a mutation of one gene. 


We feel that this child probably does not fit into 
this syndrome, since the ichthyosis is not that of 
the congenital ichthyosiform erythrodermic type 
because the flexural areas are not involved. How- 
ever, it is well known that ichthyosis is not in- 
frequently found to be associated with other 
ectodermal defects, such as infantilism, dwarfism, 
genital atrophy, tetany, epilepsy, polyneuritis, men- 
tal deficiency, delayed dentition, arachnodactyly, 
and macular atrophy. We felt this case would be 
of interest because there is at least a possibility 
that the child fits into this syndrome. 
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Histiocytosis. Presented by Dr. WALTER F. LEVER. 


A boy aged 7 months was born with a “heat 
rash,” which partially cleared until the age of 4 
weeks, when it began to increase and became 
papular. At the same time the patient developed 
photophobia, and it was noticed that a peculiar 
tissue was covering part of the iris. Biopsy of this 
material was performed, and glaucoma was found 
to be present. In the meantime, from a few 
papular lesions on the scalp the eruption became 
more extensive, covering the entire scalp and face 
as well as the upper part of the trunk. A few of 
these lesions developed central ulceration. Biopsy 
of these lesions was performed. The child was 
found to have an enlarged liver, which was palpable 
5 cm. below the costal margin. The spleen could 
not be felt. 


There are numerous waxy, papular lesions aris- 
ing from apparently normal skin on the scalp, 
face, and trunk. 


Normal findings included blood cell counts, roent- 
genograms of the skull and long bones, and elec- 
trolyte, and bone marrow studies. The cholesterol 
was 144 mg. %. 

Radiotherapy was given in a dosage of 300 r to 
each eye and to selected skin lesions, with no dra- 
matic response in the latter and no progression of 
the ocular lesions. Cortisone was started, 100 mg. 
daily for 18 days, with questionable response. The 
dosage was reduced to 60 mg. per day and 
chlorambucil 0.5 mg. per day was started, with 
some temporary improvement. The patient is now 
on 10 mg. of cortisone and 2 mg. of chlorambucil, 
as well as potassium chloride and Diamox. 


A baby girl aged 5% months had been well 
until she was 7 weeks of age, when she developed 
lesions on her scalp and one on the back. Several 
weeks later two of the lesions seemed to undergo 
central necrosis. The lesions have been getting 
more numerous, however, during the past few 
weeks. The child is well otherwise. 


There are several waxy, nodular lesions on the 
scalp, from 1 to 3 mm. in diameter, and one waxy 
nodule on the back. 


The blood cell count, urinalysis, and survey of 
the bones were normal. 


Discussion 


Dr. Jacop Swartz: If I had seen the first case 
clinically I would have called it nevoxantho- 
endothelioma. I would like Dr. Lever to give us 
the differential diagnosis of the two diseases, clini- 
cally or histologically. 

Dr. Francis P. McCartruy: In the first case 
I understand giant cells were demonstrated but 
none were present in the second case. The so-called 
Touton giant cell is usually found in nevoxantho- 
matous lesions. 
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Dr. WALTER F. Lever: In answer to both Dr. 
Swartz and Dr. McCarthy, the histologic diagnosis 
in the first case was nevoxanthoendothelioma, be- 
cause in the infiltrate, besides histiocytes, there 
were a fair number of bizarre giant cells. At 
that time the child had only a few lesions, but now 
there are hundreds, and the liver is enlarged. On 
that basis it was felt that the diagnosis should be 
changed to histiocytosis. 

In the second case, the biopsy specimen showed 
only histiocytes and no giant cells of any type, 
and so on a histological basis a diagnosis of histio- 
cytosis was made. The clinical picture would fit 
in more with nevoxanthoendothelioma. That brings 
into the limelight the relationship between nevo- 
xanthoendothelioma and so-called histiocytosis of 
the Letterer-Siwe type or the Hand-Schiiller- 
Christian type. 

I am interested in Dr. Helwig’s statement—he 
has had a large number of cases of nevoxantho- 
endothelioma—that there is no reason to assume 
that it is an abortive type of Hand-Schuller- 
Christian disease. On the other hand, other au- 
thors, such as Thannhauser and Crocker, favor 
that view and believe that nevoxanthoendothelioma 
is not a histiocytoma. I would say that the two 
patients presented today would make me feel that 
the latter view has more justification than the 
former, because in the first patient we actually 
saw the transition take place. I should greatly 
hesitate to call the first case nevoxanthoendothe- 
lioma merely on the clinical evidence now present. 


Discoid Lupus Erythematosus with Conjuncti- 
vitis and Scarring of Eyelids: Tuberculosis?. 
Presented by Dr. Maurice M. TOLMAN. 


A Canadian woman, aged 55, has had an erup- 
tion of 32 years’ duration, with gradual involve- 
ment of the entire face. Scarring of nose and 
eyelids was first noted in 1955. 


Most of the face is involved, with areas of 
atrophy and active, red, scaling lesions. There is 
ectropion of both lower lids, more pronounced’ on 
the left. Scarring is noted especially about the 
nose. 


Urinalysis and blood cell counts were normal, A 
tuberculin test with purified protein derivative No. 
2 was strongly positive. 


Chloroquine diphosphate, 0.75 gm. daily, has been 
given for the past 15 months, with improvement. 


Discussion 


Dr. Maurice M. TotMan: I presented this case 
because, although when she was first seen in this 
clinic we knew that the diagnosis had been proven 
elsewhere by biopsy and that she had been treated 
with what is now accepted therapy. | hgd never 
seen so much atrophic scarring of the nose to the 
extent that the cartilage seemed to be involved, and 
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especially of the eyelid; nor had anyone else I 
asked. I received no help from the texts, but in 
the literature I found one reference (Arch. Dermat. 
& Syph. 38:671 [Oct.] 1938, and 42:181 [July] 
1940) in the Society Transactions. A case pre- 
sented before the Bronx Dermatological Society 
and the New York Academy of Medicine is a 
prototype of this one, a woman with no lupus 
erythematosus elsewhere but with involvement of 
the conjunctiva, leading to scarring and subse- 
quent ectropion. Like this patient, she had a 
hypersensitivity to tuberculin, with almost a ne- 
crotic reaction to the test. During the discussion 
on that case the question came up as to whether 
two entities were involved. Could this woman have 
lupus erythematosus, as demonstrated by the his- 
tology and the clinical picture, and also have 
tuberculosis or possibly lupus vulgaris involving 
the eyelids and the nose? What is taking place in 
the eyelids and the marginal conjunctivae—a de- 
generative change of carcinomatous nature, which 
frequently occurs in lupus erythematosus? We do 
not quite have the courage to make a biopsy of 
the eyelids at this time. 

Those who saw the case in New York said that, 
while they had heard of and occasionally seen 
lupus erythematosus involving the conjunctiva, it 
is extremely rare, and they advised treatment for 
some time. This, of course, was in the pre- 
chloroquine days. 

The patient is presented for discussion from that 
point of view. How many of you have seen this 
type of syndrome, and what can be done about it? 


Dr. Francis P. McCartHy: Was the primary 
involvement on the eyelid, on the skin, or on the 
palpebral conjunctiva ? 

Dr. Maurice M. TOLMAN: 
conjunctiva. 

Dr. WALTER F. Lever: I have seen this more 
than once but usually just as a single patch on an 
eyelid, extending to the conjunctiva. 

Dr. Ropert F. Tittey: I would favor imme- 
diate biopsy to exclude the possibility of epithe- 
lioma. 

Dr. Maurice M. Torman: If we perform a 
biopsy and it turns out to be lupus erythematosus, 
might we not be contributing to the ectropion? We 
might try the therapeutic test first. 

Dr. Ropert F. Tittey: There will have to be 
plastic repair of that eyelid anyway. 

Dr. ALFRED HOLLANDER: Is the entire conjunc- 
tiva palpebralis involved? Since someone has an- 
swered that it seems to be, could the ectropion be 
caused by traction from scar tissue? 

Dr. NEVILLE KirscH: The left lower lid was 
markedly infiltrated. It had more of a nodular feel 
(at least it appears to be linear), and I would 
suspect there may be carcinomatous degeneration. 

Dr. E. Mytes SranpisH: Apparently the only 
medication given was a dosage of 0.75 gm. of 


On the palpebral 


chloroquine diphosphate. We have been led to be- 
lieve that chloroquine phosphate (Aralen) might 
possibly do some damage to the kidneys in the 
long run. Are you using frequent controls? 

Dr. Maurice M. Torman: No. 

Dr. JAMES PATTERSON (by invitation): She has 
taken three tablets a day, 750 mg., of chloroquine 
diphosphate, somewhat intermittently. 


A Case for Diagnosis (Nevus Lateris with 
Neuro-Dermatitis? Discoid Lupus Erythem- 
atosus?). Presented by Dr. Roperr F., TILLEY. 


Discussion 


Dr. Nevitte Kirscu: I agree with the diag- 
nosis of nevus unius lateris, and I believe any 
nevus of this sort should be excised. In the 
Archives of Surgery 43:341 (Sept.) 1941, Pack 
and Sunderland presented an excellent summary 
of a group of cases in which the incidence of 
carcinomatous degeneration was significant, and 
they advised excision of every linear nevus of this 
type. 

Dr. Hersert Mescon: The group at the Me- 
morial Hospital sees those cases that do become 
malignant—juvenile melanomas, warts, or what 
have you—and not the others, and so their statis- 
tics are loaded. I think the experience of the ma- 
jority is that this is a relatively benign lesion, and 
I would question whether the Memoral Hospital 
series is representative enough to indicate whether 
or not malignancy is coincidental. 

Dr. Maurice M. Torman: It has been my ex- 
perience that in these cases the incidence of keloids 
following electrosurgery was high, and so I make 
it a point, in those who come under my instruc- 
tion, by all means to avoid it, if possible, and to 
use surgical excision. 


Dr. Francis P. McCarrHy: You do get a 
higher percentage of keloids, especially in young 
children, irrespective of modality. 


Dr. CHARLES SHEARD: I think the cosmetic re- 
sult in this case, after excision by a skilled plastic 
surgeon, is not as good as in those done by derma- 
tologists. 


A Case for Diagnosis (Atypical Dermatitis Her- 
petiformis? Chronic Benign Familial Pemphi- 
gus?). Presented by Dr. NEVILLE KIRSCH. 


A draftsman, aged 24, has had a generalized 
eruption since birth, which is accentuated over the 
entire trunk. All his life, red, scaling, peeling 
patches have appeared on the entire cutaneous sur- 
face except the palms and soles. There is prac- 
tically no itching, although at times there are mild 
burning sensations. He has never been free of the 
eruption. There is no family history of a similar 
dermatosis. It appears to be aggravated in sum- 
mer, even though sweating is present and normal 
in amount. He has never shown vesiculation or 


157/609 


bullae. There has been no loss of weight, systemic 
disturbances, or neurologic symptoms. 

There is a generalized eruption showing gyrate, 
arciform, serpiginous, erythematous, scaling le- 
sions and patches. Interspersed with these are 
discrete and grouped erythematous maculopapular 
lesions. There is diffuse scaling of the scalp. 
There is no adenopathy or disturbance of the 
hair or nails. Redness and some scaling of the 
margins of the eyelids are present but no cata- 
racts or disturbances in the ocular structures. Some 
hyperpigmented patches are noted, most prominently 
on the lower extremities. There are no vesicles, 
bullae, erosions, or lesions of the mucous mem- 
branes. 

The hemoglobin was 92% ; hematocrit, 49, and 
white blood cells, 6,600, with polymorphonuclear 
leukocytes, 52%, lymphocytes, 32%, eosinophils, 7%, 
and monocytes, 9%. Another blood cell count was 
normal except for 10% eosinophils. The urine 
was completely normal. The sedimentation rate 
was 25 mm. in one hour. A biopsy specimen, taken 
at the Lahey Clinic, was reported as showing pos- 
sible Hailey-Hailey disease or dermatitis herpeti- 
formis. Patch tests to 30% potassium iodide and 
30% potassium bromide were negative. Scrapings 
for fungi and culture on Sabouraud’s medium were 
negative. 

Biopsy of the skin, read by Dr. Sachs, was as 
follows: “The composite picture of numerous sec- 
tions showed superficial vessels to be dilated, and 
about them was a focal and diffuse reaction, small 
round and wandering connective tissue cells. In 
some papillary bodies were polymorphonuclear 
cells and eosinophils. The epidermis was dry and 
acanthotic. The palisade margin was intact, and 
there was a small amount of parakeratosis. None 
of the sections showed any evidence of chronic 
benign familial pemphigus. While there was a sus- 
picion of dermatitis herpetiformis, there was no 
vesicle formation except for a very small one in 
epidermis.” Dr. Sachs concluded that he was in- 
clined to feel the slides probably represented a 
nummular eczema, although dermatitis herpeti- 
formis was a possibility. 


Discussion 


Dr. NEVILLE KirscH: The eruption has never 
gone into any remissive phase. It has always 
been just as you saw it today. The patient was 
originally seen at the Lahey Clinic, where biopsy 
was suggestive of dermatitis herpetiformis, but he 
failed to improve on sulfapyridine. When I saw 
him I gave him Promacetin, which brought no 
relief, and two courses of arsenotherapy were 
given, without any remission. The eruption was 
much worse during the summer, when he was 
perspiring. No other member of the family has 
any type of skin disturbance. This man has no 
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itching at all. He is a perfectly placid, calm gen- 
tleman, gainfully employed; at no stage of the 
eruption have there been any vesicles or bullae or 
any milia. This is the first such case I have seen 
or even heard about. 


Dr. Francis P. McCartuy: 
birth did this eruption begin? 


Dr. Maurice M. TOLMAN: 


Dr. WALTER F. Lever: I still favor a diagnosis 
of Hailey-Hailey disease. I think this case re- 
sembles the cases of that disease that were origi- 
nally described by Ayres and Anderson as cases 
of dermatitis herpetiformis repens. In such a situa- 
tion one has to take multiple biopsy specimens. 
The fact that there are no blisters, clinically, does 
not mean that there are no epithelial detachments, 
histologically. If the patient would watch for 
very early lesions and if a biopsy were done, then 
it might reveal something, whereas those presented 
today were entirely nonspecific. 


Dr. Jonn FroMER: We also entertained the 
diagnosis of Hailey-Hailey disease because at times 
when I saw this patient, some 10 years ago and for 
at least 2 or 3 years thereafter, he would come in, 
as a youngster, with his undershirt full of crusts 
and serous discharge. He actually smelled like a 
patient with active pemphigus. 

Dr. Mauray J. Tye: This case recalls to mind 
a patient I saw several years ago with generalized 
bullous Darier’s disease. In view of the history 
of exacerbations following exposure to ultraviolet 
rays, might I suggest that a small area be exposed 
and a biopsy performed? It might be that then a 
bulla or vesicle would be found intact. 

Dr. ALFRED HOLLANDER: Hailey-Hailey’s disease 
is not as widespread as this. Is it not characteristic 
of that disease that the lesions are more localized ? 

Dr. WALTER F. Lever: The average case is 
localized to a few areas, but several very extensive 
cases have been reported in the literature. One 
was recently reported, in Germany, by Herzberg 
(Arch. klin. u. exper. Dermat. 202 :21, 1955). 

Dr. NEVILLE Kirscu: I gave the patient some 
Meticorten for a while, and he became much worse, 
and so I discontinued it immediately. 


How long after 


Three days. 


Lupus Erythematosus Profundus: Discoid Lupus Erythema- 


tosus of the Scalp. Presented by Dr. Maurice M. 
TOLMAN. 
Neurilemmoma. Presented by Dr. A. A. SOIFER. 


Chronic Folliculitis and Furunculosis. 
Paut J. CATINELLA 


A Case for Diagnosis 
HERBERT MESCON. 


Presented by Dr. 


(Psoriasis?). Presented by Dr. 


Aecrokeratosis Verruciformis (Hopf). ?Early Mild Sclero- 


derma. Presented by Dr. WALTER F. LEVER. 


Scrofuloderma Secondary to Tuberculosis of Parasternal 
Lymph Nodes. Presented by Dr. PHILIP MCCARTHY. 
+ 


A Case for Diagnosis (Dermatitis Nodularis Necrotica? 
Papulonecrotic Tuberculid?). Presented by Dr. JOHN 
ADAMS JR. 
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Mycosis Fungoides and Chronie Lymphatic Leukemia. 


Presented by Dr. JoHN ADAMS Jr. 


Ehlers-Danlos Syndrome. Presented by Dr. WILLIAM R. 


HILL. 
Granuloma Annulare. Presented by Dr. Ropert F. TILLEY. 
Congenital Alopecia. Presented by Dr. PAuL J. CATINELLA. 
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Letterer-Siwe Disease. Presented by Dr. OR- 
LANDO CANIZARES. 


A 17-month-old baby boy was referred to me by 
his pediatrician on Jan. 15, 1957, because of a 
perianal ulceration of six weeks’ duration. There 
was an erosive lesion extending about 2 cm. around 
the anus. The lesion was rather superficial and 
showed evidence of secondary infection. There was 
also some crusting of the scalp. Since the patient 
had spent several months in Brazil, examinations 
for amebae and leishmaniae were carried out, with 
negative results. The lesion improved with anti- 
biotic therapy, but it did not heal. 

The child was seen again on July 26, presenting 
a peculiar eruption on the scalp, face, axillae, and 
groins. The lesions were scaly and crusted papules, 
2 to 3 mm. in diameter, on apparently normal or 
slightly erythematous skin. A diagnosis of Letterer- 
Siwe disease was made clinically and confirmed by 
biopsy. 

Prednisone, 5 mg. daily, was prescribed, and 
grenz rays, 200 r, were administered in four suc- 
cessive weeks. The cutaneous lesions improved 
considerably, but the anal ulceration failed to im- 
prove. The mother consulted several physicians, 
and the child was hospitalized in two institutions. 
During the second hospitalization the cervical and 
submental glands emarged and splenomegaly and 
hepatomegaly developed. The patient received deep 
x-ray therapy to both sides of the abdomen, 50 r 
daily for three weeks, with little diminution of the 
hepatomegaly and splenomegaly but clearing of 
the cutaneous lesions over the irradiated area. 

At present there is a vesiculopustular eruption 
on both sides of the neck and the scalp, axillae, 
and groins. There are also many crusted papules. 
Both sides of the abdomen, where the deep x-ray 
therapy was administered, show almost complete 
healing of lesions. There is pronounced cervical 
and submental adenopathy. 


Roentgenograms of the long bones were normal. 
Roentgenograms of the scalp showed some defect, 
but not characteristic of this disease. During hos- 
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Granuloma Annulare. Presented by Dr. PAuL J. CaTINELLA. 
Schamberg’s Disease. Presented by Dr. PHILIP MCCARTHY. 
Pili Torti. Presented by Dr. JosapH GOODMAN. 


A Case for Diagnosis (Drug Eruption? Erythema Multi- 


forme?). Presented by Dr. HERBERT MEscon. 


pitalization the patient had a low grade anemia, 
for which he received several blood transfusions.* 


Discussion 


Dr. M. J. Costetto: I had this baby under my 
care at Lenox Hill Hospital for several weeks. We 
made a diagnosis of reticuloendotheliosis. On the 
scalp the eruption looks like seborrheic dermatitis ; 
on the margins, like impetigo, and on the body it 
is similar to lichen planus. Dr. Dougherty presented 
a sister and brother with this condition last year; 
it had been present for some time. . 

Dr. Cart T. Netson: This is an example of 
histiocytosis X, or nonlipid reticuloendotheliosis. 
The eruption, including that on the scalp and palms, 
is quite typical. The prognosis is completely gloomy. 
In the cases that have been treated with radiation, 
large doses of steroids, etc., at Babies Hospital, 
there has been no appreciable prolongation of life. 

Dr. ORLANDO Canizares: This has been a prob- 
lem primarily, of course, from the standpoint of 
prognosis but also from that of poor cooperation 
of the parents, especially the mother. She has been 
frightened, keeps going to different hospitals, and 
gives no one a chance to treat the child. Finally, 
at Bronx Hospital, they gave what they considered 
to be the maximum amount of deep x-ray therapy. 
I shall continue to use Meticorten unless there 
are other suggestions. 


Junction Nevus. 
LEWIS. 


A Puerto Rican boy, aged 2% years, has had 
a brown, asymptomatic mole on the right thigh 
since birth. When he was first seen at the New 
York Hospital Dermatology Clinic, in December, 
1956, the lesion measured 3 by 3 cm. 

There is a well-marginated, brown, slightly 
raised, hairy lesion on the lateral aspect of the 
right thigh above the knee. The increase, to 3.5 
by 3.5 cm., in size during the past year is con- 
sidered to be due to natural growth. 

Biopsy was reported as junction nevus (inactive). 


Presented by Dr. Grorce M. 


* The patient died on April 15, 1958. 
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Discussion 


Dr. M. J. CosteLto: I imagine the case is pre- 
sented for suggestions as to therapy. It looked like 
a pigmented, hairy mole, and since it is not a cos- 
metic deformity I would be inclined to leave it 
alone, The only reason for removal would be the 
parents’ insistence on it, for cosmetic reasons. 


Dr. Leste P. BARKER: I would not treat this 
lesion. 

Dr. Cart T. Netson: This is a light brown, 
hairy nevus, and I, too, would leave it alone. 


Dr. Georce C. ANpREWS: I would leave it alone, 
but when the child gets older and goes to school 
I would consider excision and graft. I know of a 
case where the patient wanted to get rid of the 
lesion because it was unsightly in a bathing suit. 
At this age the mortality from general anesthesia 
is too great. 

Dr. GERALD F. MacHacek: I disagree with those 
who would leave it alone. In the few cases I have 
observed over a long period the lesion became very 
large, and it became difficult to do a nice cosmetic 
excision. I agree with Dr. Andrews that it should 
be excised at an appropriate time. 


Dr. A. C. CrpotLtaro: Evidently those who be- 
lieve in leaving this lesion alone think that is safe 
and that it is benign. Those who would excise it 
think that would be a safe procedure. Before we 
were made aware of the possible danger of junc- 
tion nevi we did not do biopsies and many of these 
lesions were treated with solid carbon dioxide or 
electrosurgery. From the thousands of lesions so 
treated, statistics fail to show any significant in- 
cidence of melanoma. Many junctional nevi were 
treated as ordinary pigmented and hairy moles, 
with cautery, electrosurgery, galvanic current, or 
solid carbon dioxide, without any serious complica- 
tions. The tendency today, however, is to excise 
and examine histologically all lesions suspected of 
being junctional nevi. 


Dr. Frank C. Cormia: This is a benign lesion, 
and I doubt that it will ever show malignancy. I 
agree with Dr. Andrews. I think as the child grows 
older he may want to have something done. At 
present, I would leave it alone. At New York Hos- 
pital we have done repeated partial excisions. I 
would be against electrocoagulation because of the 
resultant scar. 

Dr. A. N. Domonxos (by invitation): It is 
interesting to note that young children usually 
have a junction type of nevus, and later on it is 
said they are epidermal. I wonder whether all 
hairy nevi in children are of junctional type. It 
would be very interesting, if the lesion were not 
removed, to do a biopsy and see if this phenomenon 
appears, | would hesitate to excise a junction nevus 
in steps, mainly because of the traumatic influence. 
If it is to be removed, it would be better to excise 
it at one time amd graft it. 
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Dr. DoucLas Torre (by invitation): I agree 
with Dr. Cormia. I had an opportunity to examine 
the patient at the clinic and think that the lesion 
could be easily removed by serial excision. If it is 
done before puberty there would not seem to be 
any danger. 

Dr. Weert SAcHs: Clinically, I would not 
think of anything but intraepidermal nevus. Micro- 
scopically, however, there are nests in the epidermis, 
and I thought it was more or less inflammatory. 
Under better circumstances I could perhaps arrive 
at a better diagnosis. Looking at the slide, there 
is no question that it is a nevus and that these 
nests must be of the junction type. I can not go 
along with the statement that a junction nevus 
later on in life becomes benign. 

Dr. GeorceE M. Lewis: The brown, hairy nevus® 
has had the reputation of being essentially benign. 
While instances of malignant degeneration have 
been reported, this danger is currently often over- 
drawn. It is certainly impractical to excise every 
junction nevus, and it is my feeling that good 
judgment in selecting suitable cases for prophylactic 
therapy is important. 


A Case for Diagnosis (Rosacea-like Tubercu- 
lid?). Presented by Dr. ORLANDO CANIZARES. 


A white woman, aged 38, consulted me on Sept. 
12, 1957, because of an eruption on the face of 
over two years’ duration. Her mother has diabetes. 
There is no history of tuberculosis in the family. 


The patient has had the usual childhood diseases 
but no serious illnesses. A complete physical ex- 
amination, including x-ray examination of the chest, 
was “normal.” 

About three years ago, after her return from 
a trip to South America, where she was much 
exposed to sunlight, the patient noted some small 
lesions on both sides of the chin. The lesions are 
rather dry and leave depressed scars on healing. 
Several months after the onset of the facial lesions 
the patient noticed a few elevated brownish lesions 
on the forearms. These have not changed. The 
patient consulted a dermatologist, who made a 
diagnosis of rosacea and administered seven x-ray 
treatments. Later, carbon dioxide slush was ap- 
plied. The lesions failed to improve. 


The patient also has dermatophytosis of the feet, 
with onychomycosis. There has been no loss of 
weight or impairment of the general health. 


There is an eruption on both sides of the chin, 
consisting of two patches, oval and approximately 
4 cm. in the long diameter, where most of the 
lesions are located. The individual lesions are 
slightly elevated, yellowish-brown papules, varying 
from 2 to 4 mm. in diameter. There are also 
depressed scars of about the same size. The rest 
of the face is clear. The lesions under diaséopic 
examination have a yellowish color. On the extensor 
aspect of the forearms, near the elbows, there are 
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a few elevated, round lesions with a flat surface, 
6 to 8 mm. in diameter. They are reddish yellow 
and asymptomatic. Lesions of dermatophytosis and 
onychomycosis are seen on the feet. 


From Sept. 12 to Oct. 21 the patient received 
tetracycline (Achromycin), 250 mg. daily, and 
salicylic acid was applied. There was no appreciable 
improvement. From Oct. 21 to the present she has 
received isonicotinic acid hydrazide (Rimifon), 50 
mg. in increasing doses up to 200 mg. daily. Cold 
quartz light has been applied locally. There has 
been definite improvement. 

Biopsy of a somewhat distorted specimen showed 
an attenuated epidermis covered by a thick, para- 
keratotic stratum corneum. The entire cutis in these 
sections had been replaced by a granuloma, which 
* consisted of epithelioid cells and numerous lympho- 
cytes. It was also somewhat hemorrhagic, evidently 
due to trauma. It was thought that the lesion 
was probably a tuberculid and possibly sarcoid. 
Diagnosis: cutaneous granuloma, rosacea-like 
tuberculid. 

A tuberculin test was performed on Feb. 24 
with 0.0001 mg. of purified protein derivative (first- 
strength solution). 


Discussion 


Dr. Cart T. Netson: I have little to say except 
to raise the possibility of a papular type of sarcoid. 


Dr. Geratp F. MacHacek: I would favor the 
diagnosis of micropapular sarcoid rather than tu- 
berculid. 

Dr. Henry E. MICHELSON (by invitation): I 
do not believe rosacea-like tuberculid of the 
Lewandowsky type exists at all, and I believe that 
is now international opinion. You will see fewer 
and fewer diagnoses of Lewandowsky’s tuberculid 
and more and more of lupoid rosacea. I have come 
to the conclusion that nodular lesions, negative on 
diascopy, are lupoid rosacea. This girl was hyper- 
trichotic, and that helps a good deal. If you make 
a- diagnosis of tuberculid you are making a diag- 
nosis of tuberculosis. I think all cases are types of 
rosacea, in a sliding scale. 

Dr. GeraALD F. MaAcHAcEK: You mean lupoid 
rosacea is rosacea with a lupoid appearance? 

Dr. Henry E. MICHELSON: Yes. 

Dr. A. C. Creot_taro: I have been interested for 
many years in tuberculosis of the skin. During the 
last 30 years there have been great changes in 
the evolution of diseases. Tuberculosis of other 
parts of the body was a great deal more prevalent 
than it is today. We don’t see lupus vulgaris or 
rosacea-like tuberculid and not even reactions to 
tuberculin, as we did 30 years ago. Clinically, I 
do not consider this to be a case of rosacea-like 
tuberculid of Lewandowsky because there is no 
rosacéa element. With a histology that suggests 
sarcoid and with the lesions on the arm, I would 


consider the papular type of sarcoidosis, rather 
than rosacea-like tuberculid, or lupoid  sycosis. 
The fact that the patient did not have a pronounced 
reaction to tuberculin fits in better with sarcoid 
than with rosacea-like tuberculid of Lewandowsky. 

Dr. Greorce C. Anprews: The lesions on the 
arms would fit in with sarcoidosis. 

Dr. Frank E. Cormta: I, too, did not see any 
rosacea. I agree with Dr. Michelson that there is 
no such entity as  rosacea-like tuberculid of 
Lewandowsky. I thought of the possibility of micro- 
papular tuberculid but believe that it might be 
sarcoidosis. The lesions on the arm are suggestive 
of sarcoid; this possibility should be investigated. 

Dr. Maurice J. Costetto: I would be inclined 
to agree with sarcoid, and the lesions on the arms 
suggest it. Because of the character and size of 
the lesions I think the pathology does not militate 
against that diagnosis. 

Dr. L. P. BARKER: Because of the appearance 
of the lesions on the arms and the absence of 
rosacea of the face I would favor a diagnosis of 
papular sarcoid. 

Dr. ORLANDO CANIZARES: This patient was 
presented for diagnosis. She has been reluctant to 
have a biopsy, and so, when she said I could take 
one, I chose the face. I am going to talk her into 
having one from the arm, which I think would be 
helpful. 


Reticulum-Cell Sarcoma. 

CarL T. NELSON. 

A white woman, aged 50, is presented from 
Presbyterian Hospital, with lesions of the left 
leg of nine months’ duration. The patient first 
noted a crusted ulcer in the left anterior tibial 
area; this healed slowly but was succeeded by 
several violaceous nodules in the surrounding skin. 
Some of these involuted spontaneously, leaving 
residual pigmentation; others formed crusted ul- 
cerations which healed with difficulty. There was 
no definite history of trauma or insect bites. Treat- 
ment for stasic ulcers by another physician yielded 
no benefit. 

At present the patient shows two violaceous, 
proliferative, healed nodules in the left anterior 
tibial area. These are 1.5 to 2.0 cm. in diameter. 
There is some surrounding dusky erythema. On 
the lateral surface of the leg there are healed, 
pigmented lesions. Physical examination is other- 
wise not remarkable. 

A complete blood cell count and urinalysis were 
within normal limits. 

Biopsy of a granulomatous ulcer showed a 
sclerotic cutis infiltrated with large cells with 
hyperchromatic nuclei. The infiltration suggested a 
diagnosis of reticulum-cell sarcoma. There was also 
a striking infiltration of polymorphonuclear leuko- 
cytes. 

There has been no treatment, but irradiation is 
contemplated. 


Presented by DR. 
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Discussion 


Dr. L. P. BARKER: I could not make a clinical 
diagnosis of reticulum-cell sarcoma on the lesion 
that is present today. It looks more like a sub- 
siding inflammatory lesion, perhaps a drug erup- 
tion. I suppose, however, one cannot discount the 
pathology of the original lesion. 


Dr. Georce C. ANprews: I feel as Dr. Barker 
does, that there is not enough clinical evidence 
to make a diagnosis. It is certainly very unusual 
for a reticulum-cell sarcoma to disappear spon- 
taneously, and so we may be dealing with some 
other type of lymphoblastoma. For the time being, 
it seems to me we could keep the patient under 
observation. 


Dr. GerRALD F. MACHACEK: There is a great 
deal of difference between seeing a case clinically 
and seeing merely a miniscule portion of skin. I 
would say there is a possibility of insect bite, par- 
ticularly in view of the fact that the lesion has 
disappeared. I showed the slide to very able pathol- 
ogists, and they all said it was not insect bite but 
reticulum-cell sarcoma. I would still say the biopsy 
was that of reticulum-cell sarcoma. I have seen 
sarcoma begin in just this way, though I can 
not say the lesion disappeared completely. I looked 
at the biopsy specimen again yesterday, and not 
knowing the case, I would say it was lympho- 
sarcoma. Now that I see the woman, I would say 
insect bite. 


Dr. A. C. CreoLLtaro: The diagnosis of reticulum- 
cell sarcoma is one that has been made in com- 
paratively recent years; it is not clearly defined 
or differentiated from the other lymphomas, par- 
ticularly mycosis fungoides. At times it is seen 
in the terminal stages of mycosis fungoides. At 
other times the histologist reports reticulum-cell 
sarcoma in lesions removed from patients with 
classical clinical mycosis fungoides. From the cases 
I have observed, I gather the impression that 
reticulum-cell sarcoma is another of the multiple 
variants of mycosis fungoides, and so the prog- 
nosis is no worse than that of the latter. The 
lymphomas run an unpredictable course. Some 
localized lesions of lymphoblastoma are sometimes 
associated with blood changes—more often they 
are not. They run, of course, over many years and 
respond readily to small amounts of radiation. I 
have an optimistic attitude toward these cases, 
and I would certainly treat this patient with x-rays. 


Dr. FRANK E. Cormia: I should like to ask the 
presenter whether the fact that some of these 
lesions are involuting spontaneously might alter the 
diagnosis. The cases of reticulum-cell sarcoma I 
recall have been progressive. I do not remember 
seeing patients with spontaneous remissions. 


Dr. A. N. Domonkos (by invitation): Since 
there has been such nice involution from deep 
nodules to almost flat, pale lesions in the skin, I 
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would withhold x-ray therapy at present. The most 
important thing about this group of lesions is that 
one should not attempt to give a large amount of 
x-rays because the lesions do involute nicely on 
small doses. 

Dr. DoucLas Torre (by invitation): As to the 
use of x-rays, I should first perform another biopsy, 
since the first one seemed to be somewhat obscured 
by inflammatory cells. If there were no sarcoma 
cells present I would not give x-ray therapy. 


Dr. Cart T. Netson: I think Dr. Cormia’s 
point about the clinical involution of the lesion 
raises a serious question regarding the accuracy 
of the diagnosis. Nevertheless, one cannot dis- 
regard the microscopic picture. Dr. Torre’s point 
that another biopsy is indicated is well taken. If 
the microscopic findings are substantiated, then I* 
believe x-ray therapy will be indicated. 


Idiopathic Atrophoderma of Pasini and Pierini. 
Presented by Dr. ORLANDO CANIZARES. 


A 23-year-old Puerto Rican woman reported to 
the outpatient clinic of Bellevue Hospital because 
of an extensive hyperpigmented eruption involving 
the trunk and upper extremities, of 10 years’ 
duration. She stated that the eruption developed 
rather suddenly on the chest and trunk without 
any previous subjective symptoms and that its 
characteristics have remained the same. The lesions 
have never been indurated to the touch. In recent 
years some new lesions have gradually appeared. 
First they present a brownish discoloration, and 
later they become somewhat depressed. There is 
no history of ingestion of medication. 


The patient presents an extensive eruption in- 
volving the anterior and posterior aspect of the 
trunk, sparing the chest, and involving also the 
flexural aspect of the forearms, the dorsal surface 
of the proximal and distal interphalangeal joints, 
and the periungual areas of all fingers and toes. 
The color varies from light tan to dark brown. 
On the back the lesions cover wide areas and are 
definitely depressed. In some there is a “cliff drop” 
and in others a gradual slant. The surface of the 
patches, besides their color, is of normal appear- 
ance and consistency. There is no edema, indura- 
tion, elevation, or scaling and no abnormality of 
sensation. The deeper blood vessels are faintly 
visible beneath some of the lesions on the forearm. 


The blood cell count showed red blood cells 
4,100,000, hemoglobin 12 gm., white blood cells 
7,750, with neutrophils 56%, lymphocytes 36%, 
monocytes 2%, and eosinophils 6%. The sedimen- 
tation rate was 15 mm. in one hour (Westergren). 
Total serum proteins were 7.4 mg., with albumin, 
4.2 mg. and globulin, 3.2 mg. per 100 cc. Serum 
protein electrophoretic studies showed 3+ trailing 
between y- and B-globulins. The pattern was other- 
wise normal. The protein-bound iodine was 6.2%. 
The serum cholesterol was 255; esters, 185 (73%). 
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The fasting blood sugar was 64 mg. per 100 
cc. Serologic tests for syphilis were negative, and 
urine was normal. 

Biopsy: The epidermis was within the range 
of normal thickness and contour for the site and 
sex. It was slightly and finely wavy and deeply 
pigmented with melanin granules in the basal layer. 
In the upper corium were patent and constricted 
small blood vessels surrounded by a very few 
histiocytes and lymphocytes, an occasional mast 
cell, and melanophages. There was no inflammatory 
reaction. The collagen fibrils did not appear ab- 
normal, nor were they more or less dense than 
the normal range. Elastic fibrils were present and 
also appeared to be within the range of normal. 
Sweat glands, pilosebaceous follicles, and erector 
*pili muscles were present, and villous hair was 
seen in the follicles. Fat lobules indented the 
collagen on the lower border and rose around 
the hair papillae. A silver stain demonstrated the 
presence of melanin profusely throughout the epi- 
dermis. No amyloid or mucin was present. Diag- 
nosis: hyperpigmented skin. 


Discussion 


Dr. Georce C. Anprews: This case belongs in 
the syndrome described by Pasini and brought to 
our attention recently by Dr. Canizares, Dr. Torre, 
and others. It certainly has no clinical resemblance 
to scleroderma, and there is no history of drug 
intake to account for the eruption. There is a 
certain amount of atrophy, which one would not 
expect from drugs anyway. I agree with the diag- 
nosis as presented. 

Dr. GerALp F. MAcHACEK: It is a most remark- 
able entity. You would think it was a widespread 
fixed eruption if you looked at it cursorily. 

Dr. George M. Lewis: Would Dr. Canizares 
comment on the incidence of this disease in Euro- 
peans and Americans who are native-born? 

Dr. A. C. CreottAro: I am indebted to Dr. 
Canizares for the knowledge I acquired about this 
disease. He lent me Pasini’s original article and 
some of Pierini’s articles. For several years the 
disease was forgotten. Pierini’s cases came from 
South America, and Dr. Canizares has reported 
cases from the United States. I have seen only 
those he has presented. It is a very interesting 
disease of obscure etiology and pathogenesis. It is 
a very peculiar atrophy, unlike any other atrophies 
we know. Often it resembles scleroderma, and 
vet the case presented tonight has none of the 
features of scleroderma. 

Dr. Greorce C. Anprews: The first case shown 
by me was 20 years ago, and all discussed whether 
or not it was scleroderma, ultimately agreeing that 
it would evolve into scleroderma with a hidebound 
condition. 

Dr. "FRANK E. Cormia: Dr. Lewis brought up 
an interesting question: Is this condition entirely 


or mainly found in people from Central or South 
America? I recall examining people from that part 
of the world and their skins were of a curious 
soft texture; there seemed to be a lack of resilience. 
In cases of native-born Americans the atrophy 
often follows morphea. This seems to be different. 
There is a curious distribution, and there is no 
preceding dermatosis. Perhaps Dr. Canizares can 
enlighten us. 

Dr. A. N. Domonkos (by invitation) : The case 
Dr. Andrews presented was an American woman, 
native-born but of Italian parentage. 


Dr. Douctas Torre (by invitation) : One of the 
striking things is the pigmentation. The slight in- 
dentation would be hard to pick up in a purely 
white person, and that might be why Italians 
and South Americans have reported these cases. 


Dr. Maurice J. CosteLtto: I showed a case in 
1948, a young married woman with pneumothorax, 
who had a lesion which covered the whole back. 
The color was slightly darker than the surround- 
ing skin, and the lesion was slightly depressed. 
I understand that biopsy specimens of these cases 
show very little, and no one has seen a case from 
its inception and followed it through the years. 
I was under the impression, and everybody agreed, 
that it was a large plaque of morphea, I am 
under the impression that this may be just a large 
localized plaque of morphea. Heretofore we have 
dealt mostly with Anglo-Saxons, but now we are 
dealing more with Puerto Ricans and Italians, 
with darker skins. 


Dr. ORLANDO CANIZARES: One of the patients I 
have reported was a blonde and the others have 
been brunets. The disease was originally described 
in Italians, and it has also been observed in Argen- 
tina. I saw one patient from Morocco. I suppose 
the higher the normal amount of pigmentation, the 
more likely the changes are to be noticed. Also 
the greater the amount of pigment in the skin, 
the darker the lesions tend to be. When the skin 
is paler there is a bluish color, because one is 
seeing the deeper blood vessels through an atrophy 
as if looking through a smoky glass. As far as 
the etiology is concerned, Pasini thought it to be 
related to tuberculosis. His patient had active tuber- 
culosis, and the lesions appeared somewhat later. 
Pierini was also in favor of that concept, but 
there is no definite evidence, as in many cases 
the past history is essentially negative. As for the 
course of the disease, the lesions just seem to go 
to a certain level and stay there. The pathologists 
are discouraged because the histologic changes are 
minimal. There are some changes in the elastic 
tissue, as shown by Dr. Perry Sachs. 


Psoriatic Erythroderma: Presented by Dr. J. 
Lowry MILLER. 
A Negro man, aged 41, has a well-documented 


history of psoriasis for the past 30 years. In 
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October, 1957, he noted the onset of an illness 
characterized by intermittent, severe, shaking chills, 
anorexia, a weight loss of 30 1b., and the gradual 
spread of psoriatic lesions to the final evolution of 
psoriatic erythroderma. Showers of minute pustules, 
predonunant on the palms and soles but present 
over the entire integument, were a striking feature 
of the process. He was admitted to Presbyterian 
Hospital in December. An extensive bacteriological 
and radiological evaluation failed to demonstrate 
a cause for the daily rise in temperature up to 
102 F. Biopsy of a lymph node and bone marrow 
did not suggest a lymphomatous process. Local 
therapy consisted of hydrophilic ointment and 
potassium permanganate baths. 


The hospital course was complicated by an 
episode of staphylococcal septicemia, which re- 
sponded to novobiocin. The fever continued, and a 
blood culture again showed staphylococci. Chloram- 
phemcol was given. Fever continued for several 
weeks, although the blood cultures became negative. 
Meticorten, 60 mg. daily, and repository corticotro- 
pin injection (ACTH Gel), 40 units daily, were 
instituted during the eighth week of hospitalization 
but had no effect on the eruption. Steroids and 
antibiotics were gradually discontinued during the 
10th week, with gradual improvement in the skin. 
The patient is now receiving local hydrophilic oint- 
ment only. 


Discussion 


Dr. George M. Lewis: In similar cases of eryth- 
roderma I have had moderate-to-good success 
with a program which includes vitamin A, 100,000 
to 200,000 units orally a day, antihistaminics in 
moderate dosage, and a bland local vegetable fat, 
such as Spry or Crisco. The vegetable grease 
routine excludes the possibility of a vaselinoderma. 
The great threat is infection, and if possible the 
patient should not be hospitalized where the risk 
of acquiring a staphylococcic infection is great. 

Dr. A. C. Cipottaro: The interesting thing to 
me is the fact that this patient had septicemia. 
It is difficult to decide whether the pustules on 
his skin represented septic foci secondary to a 
staphylococcemia or whether the septicemia fol- 
lowed a primary multiple staphylococcic cutaneous 
infection. I am inclined to believe that the original 
source of the septicemia was the pustules on the 
skm. In some cases of severe psoriasis in patients 
whose resistance is lowered, extensive secondary 
pustulation is seen. Pediatricians throughout the 
country are very much concerned about the in- 
creased incidence of staphylococcic infections in 
some of our hospitals. 

Dr. M. J. Costetto: Dr. Cipollaro and I had a 
patient, hospitalized at St. Clare’s, with psoriatic 
erythroderma, and with every rise in temperature 
there were sheet-like showers of pustules. We gave 
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him all the therapy we thought he could handle, 
including antibiotics and steroids. The psoriasis 
improved. He went to Scotland and developed a 
relapse there, and at autopsy miliary abscesses 
were found in the kidneys, which may have been 
the original focus of his disease. I think the prog- 
nosis in the patient presented tonight is poor. Only 
three times have I seen a case such as this. 

Dr. FRANK E. CormMiA: We know that the 
kidneys may be involved secondarily. 

Dr. Cart T. Netson: This man was a known 
psoriatic for a number of years, and for some 
weeks preceding hospitalization he had been febrile. 
For this reason he was admitted. Dr. Cipollaro’s 
point about the attitude of pediatricians regarding 
the admission of patients of this type to the hos- 
pitals is important. Physicians in charge of adult 
wards are also very much aware of the same 
problem. It is now not unusual to admit patients 
with open skin lesions and have them develop boils 
and other types of staphylococcic infection. I 
think we must suspect that the psoriasis was the 
portal of entry for the Staphylococcus and the 
resultant bacteremia in this case. It was only 
after the patient’s temperature had become normal 
and the blood cultures had become sterile that we 
tried corticosteroid therapy. In retrospect, perhaps 
the patient would have done better under Dr. 
Miller’s form of treatment. 

Dr. GrorcGe C. ANpREws: I believe some internal 
factor is contributing to the pustulation of the 
skin and the fever. I do not believe it is just the 
skin condition that caused the fever. It would be 
safe to try a hydrophilic dressing on one lesion 
and see if pustules reappear, to see whether it is 
just a matter of greasiness or dryness. The pustules 
might have nothing to do with the psoriasis but 
come from some other causative factor or might 
be large Munro abscesses. 

Dr. M. J. CosteLtto: The pustles were extremely 
superficial, without any papular element but just 
vesicles filled with pus. 

Dr. GEORGE C. ANpREwsS: Do you think all that 
trouble could have been caused by steroids ? 

Dr. J. Lowry MILLER: In this case I doubt that 
they were responsible for the entire condition. An- 
other case comes to mind, a woman who came 
to me for at least 15 years for psoriasis. She had 
it on the vulva and always objected very much 
because of the location. While I was away she 
went to another doctor for arthritis; he immediately 
put her on steroids, and the psoriasis completely 
cleared. Within a year’s time exactly the same 
thing happened as in this patient; she developed 
generalized erythroderma and died of various and 
sundry infections, including the kidneys. She was 
not over 50 when she died, so I have always 
thought it was a steroid death. . 


In closing, there is one factor to remémber: 
This man’s illness began with chills and fever at 
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home, with a loss of weight of 30 1b., and so I 
don’t think the cortisone can be blamed for any 
of the factors present at the onset. On his entering 
the hospital the blood cultures were negative, then 
positive, later negative, and again positive; then 
another antibiotic was given, and he was then put 
on steroids. In answer to Dr. Costello, the skin 
was peppered superficially with pinhead-sized 
vesicles filled with pus. We tried leaving off all 
greasy ointments, and he became perfectly clear 
of all pustules. Whether that was fortuitous or 
not I do not know, because the temperature had 
begun to fall. We were able to take him off 


steroids. His whole mental attitude improved con- 
comitantly. I agree with Dr. Cormia. I think the 
skin can be the source of staphylococcic infec- 
tion which in turn affects the kidneys. I have a 
little better prognosis for this man because I think 
perhaps, by good fortune, he has not developed the 
multiple abscesses in his kidneys. I should think 


those were secondary. 

Granuloma Annulare, Generalized Unusual Type. Presented 
by Dr. Maurice J. COSTELLO. 

Psoriasis with Koebner Phenomenon, 
FRANK E. CorMia. 

Squamous-Cell Epithelioma. 
CANIZARES. 
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EFFECTS ON THE SKIN OF NICKEL AND CHROMIUM SALTs. M. H. SAmitz and H. POMERANTZ, 
A. M. A. Arch. Indust. Health 18:473 (Dec.) 1958. 


Patch-test reactions on persons allergic to nickel sulfate and potassium dichromate were 
heightened by the addition of sodium lauryl sulfate. Cysteine, glutathione, and ascorbic acid 
showed a capacity to inactivate patch-test reactions in chromate-sensitive persons, while sodium 
diethyldithiocarbamate inhibited reactions in nickel-sensitive patients. 

Lazar, Chicago. 


CORNEAL EPITHELIAL CHANGES OccuRRING DurRING CHLOROQUINE (ARALEN) THERAPY. 
L. L. Catxins, A. M. A. Arch. Ophth. 60:981 (Dec.) 1958. 


Corneal changes, similar to those seen with quinacrine (Atabrine) therapy, may occur 
with chloroquine (Aralen) therapy. The principal complaint was fuzziness about objects 
observed in bright light and halos about lights at night. Improvement or freedom from 
symptoms resulted from discontinuing the drug. The corneal changes which resemble a rare 
dystrophic change, cleared with the symptoms. 

Lazar, Chicago. 


DERMAL VASCULAR ALLERGIDES. B. DuperRAT and J. Monrort, Ann. dermat. et syph. 85:385- 
411 (July-Aug.) 1958. 

This lengthy article deserves reading in the original. The authors point out that there is a 
large group of lesions which appear in sensitized subjects; some of these have been known for 
a century, such as erythema induratum of Bazin, others for a long time, such as erythema 
nodosum, and yet others are of more recent date. They all have this in common: that certain 
nodular elements may appear, then disappear rather rapidly, without necessarily ulcerating; that 
all the elements center about a diseased vessel; that necrosis is common, and that granulomatous 
changes are secondary. Having said this, one may align these disorders into an uninterrupted 
series of lesions, ranging from the most benign to the most grave. The allergic nature of the 
lesions is evident in the nodular allergide of Gougerot and in certain numbers of nodular 
vascularitides, very probable in periarteritis nodosa and probable in a great number of erythema 
nodosum and migratory thrombophlebitis. This concept is important because it permits one 
to orient future therapy, still uncertain, against these morbid states which, curiously enough, 


continue to increase in daily practice. 
Derees, New Orleans. 


STUDIES ON STERILIZATION OF PATHOGENIC FUNGI BY ULTRAVIOLET LicHt. J. COUDERT and 
J. Ronvecet, Ann. dermat. et syph. 85 :412-419 (July-Aug.) 1958. 


The sterilization of barbers’ instruments, rendered obligatory in theory by an edict of 
the Minister of Public Health, is impossible with ultraviolet apparatus currently available. 
Derres, New Orleans. 


THE CLINICAL AND DtaGNostic IMPORTANCE OF Occur Mycotic Foct. T. ScHuvutz, 
E. Weiss, and M. Oros, Ann. dermat. et syph. 85 :420-424 (July-Aug.) 1958. 


Many eruptions, considered as dyshidrotic eczema, chronic urticaria, and miliary impetigo, 
are in reality mycides, susceptible of rapid simple and definitive treatment if one searches out 
mycotic foci in the interdigital spaces and soles, the submammary regions, and especially the 
genital and perigenital areas. 

Derpes, New Orleans. 


Linea Fusca (THE Brown FOREHEAD RING OF ANDERSEN, WERNOE AND HAXTHAUSEN). 

P. J. Micuer, Ann. dermat. et syph. 85 :509-521 (Sept.-Oct.) 1958. 

The linea fusca was observed by the Danish dermatologists in persons suffering from 
various affections of the central nervous system (above all in postencephalitic Parkinsonism, 
nervous system syphilis, tumors, syringomylia, etc.). The author reports 13 personal casts. 
He believes the condition is in no way rare, is commonest in women, and appears in the most 
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varied etiologic circumstances. He is inclined to consider it of endocrinosympathetic origin and 
due to hormonal imbalance. 
Derses, New Orleans. 


GENEOLOGY OF A FAMILY OF SUBJECTS AFFECTED WITH SYNDACTYLISM IN FIVE GENERATIONS. 

M. LeFranc, Ann. dermat. et syph. 85:527-529 (Oct.) 1958. 

This is the family tree of 32 persons, of whom 16 showed the anomaly, 11 were exempt, 
and 5 were infants who died at an early age. Transmission was by dominant autosomal 
inheritance. 

Derses, New Orleans. 


HISTAMINE IN NORMAL AND PatHo.Locic Skin. L. Craps and T. INnpeRrBITZIN, Arch. belges 

dermat. et syph. 13:113-139 (June) 1957, 

The authors point out certain technical difficulties but believe that valid results can be 
obtained in comparing histamine contents in fragments of normal and pathologic skins having 
exactly identical areas and taken from two symmetrical or closely adjacent points. Average 
histamine content in skin of trunk and limbs is 8.5ug. per gram, but there are regional and 
individual variations. In pathologic skin the histamine content is related to the quality of the 
cellular infiltrate. 

Derses, New Orleans. 


RIBONUCLEIC ACID AND PROTEIN SYNTHESIS IN THE EMBRYONIC DEVELOPMENT OF HUMAN 
Sxin. G. ACHTEN, Arch belges dermat. et syph. 13:140-143 (June) 1957. 

Ribonucleic acid and tonofibrils appear at the same time. The ribonucleic acid plays a part 
in protein synthesis during keratinization, a process accompanied by decreased cellular glycogen 
content. The infrasebaceous portion of the hair follicle has a passive role in development, hence 
contains little ribonucleic acid and much glycogen. 

Derses, New Orleans. 


GENERALIZED SCLERODERMA, AUTOPSY, SCLERODERMA AND RENAL Lesions. L. VAN DER MEIREN, 
G. CarPENT, and P. Toussaint, Arch. belges dermat. et syph. 13:144-148 (June) 1957. 
Scleroderma may present signs of severe renal decompensation with uremia, hypertension, 
hypertensive retinopathy, hematuria, and albuminuria. It has a very acute evolution and ends 
fatally. Renal lesions show a profound involvement of the renal parenchyme: interlobular 
infarcts and fibrinoid necrosis of the afferent arteries. These lesions are identical to those 
of malignant nephroangiosclerosis contemporary with malignant hypertension. 
: DerBes, New Orleans. 


HERPES GESTATIONIS: ANATOMOPATHOLOGIC Stupy OF FETAL Lesions. P. ToussAINt and 
R. ScHoysMAN, Arch. belges dermat. et syph. 13:149-153 (June) 1957. 
Autopsy of child showed no skin lesions but a diffuse meningeal hemorrhage as well as many 
petechiae in the cerebellar region. The child died at birth. 
Derses, New Orleans. 


IMPORTANCE OF PatcH TESTS WITH ACID AND ALKALI FoR EczEMA DracGnosis. A. W. 
ENGLEHARDT, H-J. Herre and H. P. JACKEN, Arch. klin. u. exper. Dermat. 207 :323-338 
1958. 

In 53 normal persons and 145 persons suffering from various dermatoses among which 
eczema is included, patch tests with a test plaster ( Beiersdorf), containing 116 mg. of NaOH 
resp. HCI solution in dosages varying from 0.32% to 6.3% NaOH and from 0.29 to 5.77% 
HCl, were performed. Erythema resp. beginning necrosis determined the threshold of irritation 
for HCl resp. NaOH. There was significant difference of the HCl erythema threshold between 
eczematous and normal persons. NaOH tests showed sensitivity increase in neurodermatitis 
only. Patch tests with HCl and NaOH are not specific and of very little importance. 
Anamnestic findings about increased sensitivity to wool, soap, and adhesive tape are of certain 
value. 

HOLLANDER, Springfield, Mass. 

DISTURBANCES OF PERIPHERAL BLOOD CIRCULATION BY MEASUREMENT OF SKIN TEMPERATURE. 
W. ScHuvze and H. H. Scnutpt, Arch. klin. u. exper. Dermat. 207 :541-553, 1958. 
Description of a method for the examination of accelerating and inhibiting influences on 

the blood circulation of digital vessels. This method combines Burckhardt’s rewarming test 


“and W. Schulze’s permanent cooling test. 


HOLLANDER, Springfield, Mass. 
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ch Pebgeaplly in eight patients with ER. form of hepatic E dowel ine: sed 
at ion of uroporphyrin in the urine in all cases ; coproporphyrin amounts were — ane co 
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Pys AND ResuLTS oF X-Ray STUDIES OF THE SKIN AND ITs Diseases: Pr. 2. XR auia 
= Fınmines IN PatruHo.ocic SKIN. G. LEMKE, Arch. klin. u. Dermat. 207 :576-616, 1958. 


a Numerous dermatoses including common dermatoses, such as dermatitis, eczema, psoriasis, a f 
Tz e a urticaria, were examined by soft x-ray technique, Some dermatoses showed changes of | A 
= the cutis line and the finer subcutaneous structure. Demonstration of subcutaneous and- peri- ` ; 
vascular infiltrates was possible. In a few cases smaller vessels with thickened walls could 
be seen on the border of cutis and subcutis. A number of dermatoses revealed characteristic — 
findings. Author believes that the term “special dermatologic x-ray diagnosis” can iene be > = 
pi used. ei 
HOLLANDER, Springfield, Mass. —— 
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à Earias Data CONCERNING THE FUNCTION OF THE WATER BARRIER IN THE LIVING 
D oman EPIDERMIS. A. SZAKALL, Berufsdermatosen 6:171-192 (Aug.) 1958. 

4 ‘he osmotic behavior of the lower stratum corneum (conjunctum) in its normal and 
fsted state is studied in its relation to the stratum granulosum as well as to the superficial 
stratum corneum (disjunctum). The findings demonstrate and explain the function of the 
pi = skin as a water barrier. ie. 


E Burey, Champaign, Il. 
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Sif -PRE-EMPLOYMENT DERMATOLOGICAL EXAMINATIONS AS PROPHYLAXIS AGAINST OCCUPATIONAL 
> 2 : _ DerMartoses. H. WEITGASSER, Berufsdermatosen 6:192-199 (Aug.) 1958. $455 
| Sete i _ Preemployment testing, in occupations in which the occurrence of eczematous dermatitis is ie 
cor es non, may substantially reduce the morbidity rate of such dermatoses. ae 
eS, 5% 


a2, Se Butey, Champaign, Il. : 
= ip thal a 
2 Sux PROTECTION BY ESTERS AND AMIDES OF P-METHOXY-CINNAMIC ACID, STUDIED DURING 
© Aeruat Exposure IN THE ENGAprn. W. SCHNEIDER and H. TARAR Berufsdermatosen 
mn, = 6199-206 (Aug.) 1958. 
7 a Patent preparations containing p-methoxy-cinnamic acid provided a high degree of protection 
- against ultraviolet rays, as demonstrated by exposure tests to an artificial ultraviolet source 
as well as to actual sun light in the Engadin, an Alpine valley. It is pointed out, however, that 


hep papeetive effect varies with the type of vehicle used in the preparations. 
pS = Burey, Champaign, I. 


Corantovs CHANGES FOLLOWING OCCUPATIONAL CONTACT WITH ETHYLENE OXIDE. P. D. on 
-BLaNpIN, Berufsdermatosen 6:217-222 (Aug.) 1958. ew 
Ethylene oxide, frequently used in pest control, may elicit symptoms of general poisoning 4 


well as severe acute dermatitis. Two cases of this kind are reported. 
Butey, Champaign, TIl. 


ee 


a - Wertinc, SPREADING, AND CREEPING OF Fars AND OILs ON THE SKIN. O. Jacost, Berufs- 
ote dermatosen 6:241-250 (Oct.) 1958. 

a A method of determining the spread of different fats and oils on the human skin is de- 
4 scribed. In addition to the viscosity and surface tension of the materials, the water and sebum 
w content of the skin, and the presence of a surface-active X-substance, the main factor responsible 
= for the spreading of the fats is the capillarity of the intercellular spaces in the superficial, 


stratum corneum. 1 x 
BULEY, Ciada, Ill. 3 
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- Rupser ann Eczema. E. Scuutruetss, Berufsdermatosen 6 :267-286 (Oct.) 1958. 


Completing his previous review (Berufsdermatosen 6:206-217 [Aug.] 1958) of eczema due 
to contact with rubber, the author gives a detailed monographic review of the technological 


aspects of rubber production insofar as it is of interest to the industrial physician and 


especially the industrial dermatologist. 
Burey, Champaign, Tl. 


THE PATHOLOGICAL Errects oF SMALL Dose or RADIATION. S. WarrEN, Bull. New York 
Acad. Med. 34:633-640 (Oct.) 1958. 


Survivors of the atomic bombing in Japan indicate three important effects: 1. A single 
dose of radiation may produce leukemia. 2. Only a small part of the heavily exposed population 
(less than 2%) will develop leukemia. 3. There is an increased incidence of leukemia between 
5 and 10 years after a single whole-body exposure. The author speculates the threshold for 
the induction of leukemia to lie between 50 and 100 r, lower in infants. It has been estimated 
from experimental and clinical data that the life-span shortening may be 1.1 days per roentgen. 
This hazard is rapidly being eliminated by present standards of protection, which reduce the 
xposure risks to acceptable levels. Radiologists, as a group, die five years earlier than the 
corresponding male population over 25 years of age, but this life shortening is not due to 
leukemia or skin cancer but rather to a nonspecific effect that might be characterized as 
premature aging. 

BLANK, Miami, Fla. 


SUPERFICIAL RADIATION THERAPY OF LARGE SKIN AREAS. R. Braams, Dermatologica 117 :204, 
1958. 


Attention is drawn to the relatively large doses of x-rays which are delivered to the total 
body in the case of treatment of extensive skin lesions. Shielding of each individual lesion 
greatly reduces the total dose which is finally delivered to the body. Different treatment 
methods, employing x-rays or electrons from high voltage generators and radioactive isotopes, 
are compared. 


MonasH, Miami, Fla. 


COMPARATIVE STATISTICAL INVESTIGATIONS ON THE EFFECT OF THE HARDNESS OF X-RAYS AND 
THE DosaGe Size oN THE Resutts or X-RAY TREATMENT OF Eczema. R. H. Brown, 
Dermatologica 117:215, 1958. j ` 


Lower doses (60 r) and weak radiation (tube with beryllium window, 30 kv., 0.5 mm. 
Al, and tubes with 0.3 mm. glass walls, 70 kv., without filter) gave considerably better results 
than higher doses (100 r) and stronger radiation (tube with glass wall, 100 kv., and 1-2 mm. 
Al). 

MonasH, Miami, Fla. 
EARLY DETECTION oF MELANoBLASTOMAS. N. Metczer and J. Kiss, Dermatologica 117 :242, 1958. 

The authors had previously described an electrometric method for the early detection of 

cancerous growths of the skin (Nature, London 179:117, 1957). It is based on the lowering 


of potential resistance over the cancerous area. In 465 persons with pigmented nevi and 23 


with juvenile melanoma, the authors had negative results, but with 14 cases of malignant 
melanoma, 2 of which were achromic, they always obtained positive values. In one of four 
cases of melanotic precancerous freckle, in which a lowering of resistance suggested the begin- 
ning of a malignant change, histological examination revealed malignant change. 
Monash, Miami, Fla. 
TROPHIC LESIONS OF THE SKIN FOLLOWING OPERATIVE PROCEDURES ON THE TRIGEMINAL NERVE 
(ELECTROCOAGULATION OF THE GASSERIAN GANGLION). ARTHUR LEINBROOK, Hautarzt 

9 346-350 (Aug.) 1958. 

The author reports his observations of rare trophic changes which may occur on the scalp 
and face after electrocoagulation of the gasserian ganglion in the treatment of trigeminal 
neuralgia. 

Burey, Champaign, III. 


THE Etiology AND PATHOGENESIS OF PsorIASIS VULGARIS. N. MELCZER and J. Bopzay 
« Hautarzt 9:351-355 (Aug.) 1958. Á 


The plaque of psoriasis is the result of an accumulation of lipids, probably lecithin, which, in 
turn, effects the liberation of histamine-like substances. This thesis is based on histochemical 
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observations and experimental intracutaneous AAR ESA of lipids into the skin of psoriatics 
and control subjects. 


Burey, Champaign, Il. 


THE PROBLEM OF TRANSITIONAL Forms BETWEEN RETICULOSIS AND RETICULUM-CELL SARCOMA. 
A. Muscer, Hautarzt 9:355-360 (Aug.) 1958. 


The author’s observations of a recent case demonstrate the transition from rcticloate to 
reticulum-cell sarcoma. The difference between destructive growth and malignancy is defined, 
and it is pointed out that destructive growth alone is not sufficient to designate a tumor as 
being malignant. 

Butey, Champaign, Ill. 


REACTIONS OF THE CUTANEOUS VEGETATIVE NERVES TO ROENTGEN RAYS AND OTHER NOXAE. 
A. Mmana and F. Ormea, Hautarzt 9:360-362 (Aug.) 1958. 


Experiments on human skin show that roentgen rays, not unlike other irritants, are capable 
of producing proliferative as well as degenerative changes in the vegetative nerves, the type 
of alteration depending on the doses of radiation administered. 

Burey, Champaign, III. 


NopuLar APHTHOSIS, APHTHOSIS “EN PLAQUES” AND PFEIFFER-WEBER-CHRISTIAN PANNICU- 
LITIS. X. ViLAnova and J. P. Acuap£, Hautarzt 9 :389-398 (Sept.) 1958. 


In six cases of nodular vasculitis, the lesions are assumed to be etiologically related to 
aphthosis (Behcet’s syndrome). Intracutaneous injections of an antigen obtained from saliva 
produced clinical and histological changes identical with those of nodular vasculitis. 

Burey, Champaign, Ill. 


SYMPTOMATOLOGY AND DIFFERENTIAL DIAGNOSIS oF “ERYTHEMATOSUS-LIKE LIGHT DERMA- 
tosis.” G. Weser, Hautarzt 9:400-406 (Sept.) 1958. 


“Erythematosus-like light dermatosis,” as a clinical entity, is distinguished from chronic 
erythematosus and chronic polymorphous light eruption. A report of four cases serves to 
illustrate the author’s thesis. 


Burey, Champaign, Ill. 


THE PATHOGENESIS*OF THE NUCHAL NEvus (UNNA) AND THE TELANGIECTATIC NEVUS OF 
THE ForeHEAD. W. BraicH, Hautarzt 9:406-409 (Sept.) 1958. 


The telangiectatic nevi of forehead and nape of neck are attributed to nerve damage caused 
by trauma during birth. 


Burey, Champaign, Ill. 


RoENTGEN Ray DIFFRACTION STUDIES IN SCLERODERMA DIFFUSA AND CIRCUMSCRIPTA. 
E. MAcHER and B. BREHLER, Hautarzt 9:409-414 (Sept.) 1958. 


In four cases of diffuse progressive scleroderma and in five cases of the circumscribed 
form of the disease, the molecular structure of the collagenous fibers was examined by means 
of the Debye-Scherrer technique of x-ray diffraction. A quantitative deviation from the’ 
norm, found in four cases of circumscribed scleroderma, is apparently caused by the loss 
of the amorphous interstitial substance separating the crystalline fiber elements. 


Burey, Champaign, Ill. 


SELF-DEPRESSION OF THE SUBCUTANEOUS ABSORPTION OF DruGs Due TO RELEASE OF HISTAMINE. 

Jens Scuou, Nature, London 182:324 (Aug. 2) 1958. 

In rabbits and rats there is reduced absorption for the first 20 minutes after injection 
subcutaneously of an aqueous solution of sodium sulfacetamide. This is attributed to histamine 
liberated from mast cells by the trauma of injection. Treatment with an antihistamine drug, 
mepyramine maleate, or depletion of histamine with compound 48/80 prevents the reduced 
absorption. 


MonasH, Miami, Fla. 


RADIOACTIVE Wrist WatcHEs. G. D. CHASE and A. OsoL, Science 128:788 (Oct.) 1958. 


The degree of radioactivity of 20 luminous-dial wrist watches was found to vary fram 
l mr per hour to 10 mr per hour at a distance of 1 in. from the face of the watch. x, a 
distance of 8 in. the most active watches could deliver 1.1 r a year to the gonads if worn 
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24 hours a day, or a potentially harmful magnitude of 5 rem in about five years. This is a 
potential hazard when judged by the recommendation of the International Commission on 
Radiation Protection that no one should receive a dose in excess of 5 rem by the age of 
30 years. 

BLANK, Miami, Fla. 


ULTRAVIOLET MITIGATION oF X-RAY LETHALITY IN DIVIDING YeAst CELLS. M. M. ELKIND 

and H Surron, Science 128 :1082-1083 (Oct. 31) 1958. 

The lethal effect of x-rays on dividing yeast cells can be decreased by small ultraviolet 
exposures delivered before or after x-ray exposure. This mitigating action can be decreased 
by exposure to visible light concomitant with photoreactivation of ultraviolet lethality. The 
results suggest considerable overlap between x-ray and ultraviolet lethality sites in dividing 
cells. 

BLANK, Miami, Fla. 


OROPHARYNGEAL HISTOPLASMOSIS TREATED WITH DIAMIDINODIPHENYLAMINE, J. E. MACKINNON 
and V. Staprr, Tr. Roy. Soc. Trop. Med. & Hyg. 52:290, 1958. 
The authors report a patient with an extensive ulcerous, granulomatous, and vegetating 
lesion of the mucosa with pulmonary lesions. In confirmation of their in vitro studies with 
Diamidinodiphenylamine, which was highly active against Histoplasma capsulatum as well 


as Paracoccidioides brasiliensis, administration intravenously in two courses produced healing 


and apparent recovery of the patient. 
BLANK, Miami, Fla. 


CHANGES IN NucLEIC Acıp CONTENT OF HeLa CELLS INFECTED with HERPES VIRUS. 
A. Newton and M. G. P. STOKER, Virology 5:549-560 (June) 1958. 


The nucleic acid content of HeLa-type tissue culture cells was increased after injection 
with herpes simplex virus. The deoxyribonucleic acid (DNA) nearly doubled, but there 
was no significant change in ribonucleic acid (RNA) content. This preceded and paralleled 
increase in infective virus, confirming again that virus multiplies in the nucleus in this infection. 

BLANK, Miami, Fla. 


PROPERDIN SENSITIVITY OF HERPES SIMPLEX VIRUS (Letter to the editor). R. A. FINKELSTEIN, 
R. ALLEN and S. E. Sutxmn, Virology 5:567-568 (June) 1958. 


The authors found that a heat-labile component of normal rat serum had an inhibitory 
effect on herpes simplex virus when tested in HeLa tissue culture cells. The factor seems 
to be identical with properdin and purified human properdin was demonstrated also to have 
inhibitory effect. The authors speculate that variations in the properdin levels which can be 
produced by stimuli, such as fever, fatigue, and other stresses, may be the mechanism in the 
appearance of recurrent herpetic lesions in man. 

BLANK, Miami, Fla. 


INTRANUCLEAR CRYSTALS OF HERPES SIMPLEX VIRUS OBSERVED WITH THE ELECTRON 
Microscope (Letter to the editor). C. Morcan, E. P. Jones, M. Horper, and H. M. 
Rose, Virology 5:568-571 (June) 1958. 


In excellent electron micrographs the authors have demonstrated additional details in 
their continuing study of herpes simplex within the nucleus of infected cells. They now 
demonstrate that the cell nuclei contain herpes simplex virus arranged in a crystalline lattice. 
This has been demonstrated in the past for a wart virus and a few other viruses. In addi- 
tion to the ordered array of the virus, the fine structure of the virus particles is further 
revealed to consist of a dense internal body, approximately 40 my in diameter, surrounded 
by a single, sharply defined membrane, about 90 my in diameter. Extracellular viral particles 
have a double limiting membrane in distinction to the intranuclear virus. 

BLANK, Miami, Fla. 


ISOLATION OF HERPES ZOSTER VIRUS FROM SPINAL FLUID oF A PATIENT (Letter to the editor). 
E. Gorp and F. C. Rossrns, Virology 6:293-295 (Aug.) 1958. 


The authors cultured the virus of zoster and varicella in tissue cultures of human amnion 
» monkey kidney cells from vesicle fluids. Typical cytopathic effects in the cells were noted 
with the appearance of intranuclear inclusions. 
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Antigen for complement-fixation tests has been prepared from the agents of varicella and 
herpes zoster. These agents cannot be differentiated by complement-fixation techniques; con- 
valescent sera from patients with herpes zoster give a positive reaction with either herpes 
zoster or varicella antigen and vice versa. 

Studies with the complement-fixation test have shown the uniform acquisition of antibody 
by all patients with varicella. Of five patients with herpes zoster who have been studied, two 
showed a fourfold or greater rise in antibody during their illness but three had high levels of 
antibody in their initial serum specimens with no significant increase in the convalescent 
specimen. 

The authors report the isolation of a cytopathogenic agent, which they felt was the virus 
of zoster, from the spinal fluid of a 6'%4-year-old child. This is believed to be the first report 
of the isolation of this agent from spinal fluid. 

BLANK, Miami, Fia. 


THE ForRMATION OF Microscopic PLAQUES BY HERPES SIMPLEX Virus IN HeLa CELLS. 
A. E. FARNHAM, Virology 6:317-327 (Oct.) 1958. 


In the absence of an agar overlay or herpes antiserum microscopic plaques form in HeLa cell 
cultures as a result of infection with herpes virus. Strict proportionality between plaque 
numbers and the virus input exists. The efficiency of plaque formation was influenced by the 
inoculum size and the adsorption period. The relative sensitivity of HeLa cells for herpes 
virus titrations was discussed. 

BLANK, Miami, Fla. 


CORRECTION 


In the March issue of the ArcHIVEs, page 54/264, the first sentence of the first paragraph 
in the second column should read: . 

“Direct bioassay of the urine from six patients indicated excretion by this route of more 
than 50% of orally administered griseofulvin.” 


172/624 


Announcements 





First Canadian Symposium on N on-Gonococcal Urethritis and Human Trichomoniasis. 

On Sept. 21 and 22, 1959, at Notre-Dame Hospital in Montreal, under the patronage of the 

Honorable Waldo J. Monteith, Minister of National Health and Welfare, and of the Honor- 

able Arthur Leclerc, M.D., Minister of Health of the Province of Quebec, will be held the 
-~ First Canadian Symposium on Non-Gonococcal Urethritis and Human Trichomoniasis. 


For all information, write to Secretary of the Symposium, 8580 Esplanade Ave., Montreal 
11. 


Scientific Exhibits— Applications are now being received for space for scientific 
exhibits at the meeting of the American Academy of Dermatology at the Palmer House, 
Chicago, in December, 1959, 

Awards will be given for the best exhibits in each of the following categories: (1) original 
investigation, (2) teaching value, and (3) historical. 

Please address all correspondence before the application deadline, June 1, 1959, to Frederick 


D. Malkinson, M.D., Section of Dermatology, University of Chicago Clinics, 950 E. 59th 
St. Chicago (37). 


Continuation Course in Allergy.—A continuation course in allergy for general physi- 
cians and specialists will be presented by the University of Minnesota on April 16 to 18, 
1959, at the Center for Continuation Study. The general principles of diagnosis and treatment 
of clinical allergy will be stressed. i 

Guest speakers will be Drs. Mary H. Loveless, New York Hospital, New York, and 
Herbert J. Rinkel, Kansas City, Mo. The course will be presented under the direction of Dr. 
J. S. Blumenthal, Clinical Associate Professor of Medicine, and the remainder of the faculty 
will be drawn from the faculties of the University of Minnesota Medical School and the 
Mayo Foundation. 


Lodging and meal accommodations are available at the Center for Continuation Study. 
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Books 


The Birth of Normal Babies. By Lyon P. Strean, Ph.D., D.D.S., F.A.P.H.A. Foreword 


by H. E. Lehmann, M.D. Price, $3.95. Pp. 194. Twayne Publishers, Inc., 31 Union 
Sq., New York 3, 1958. 


The thesis presented here is that the major cause of defective babies can be attributed to 
the occurrence of stress in the first trimester of pregnancy. The stress may result from a drug 
reaction, infectious disease, physical trauma, metabolic disease, or emotional upheaval—any- 
thing that affects the adrenals. Case examples are cited: A pregnant woman with five normal 
children was treated for generalized psoriasis with corticosteroids. The sixth infant had a 
cleft palate. Cases of mental deficiency, miscarriages, malformations are attributed to drug 
reactions, poison ivy, pemphigus, etc., all on post hoc, propter hoc reasoning. The writing 1s 
very simple, not even of the order of a good newspaper health column. The book is intended 
for lay persons—to teach them how to avoid abnormal birth results. 


Essentials of Therapeutic Nutrition. By Solomon Garb, M.D. Price, $2. Pp. 147. 
Springer Publishing Company, Inc., 44 E. 23d St., New York 10, 1958. 

Dr. Garb, a pharmacologist, has written a brief, informative book that is “patient-centered” 
rather than “food-centered.” It contains a section on the principles of nutrition, another on 
therapeutic diets of all sorts, and one of quick reference tables of the composition of foods. 
It is a fine reference for nurses and students or for anyone lecturing to such groups. 
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The Scope of Cutaneous Malignancy 





` The scope of the subject of cutaneous malignancy is broad indeed; it includes RA 
many considerations in addition to the morphology of cutaneous tumors. It en- 
compasses not only the practical aspects of diagnosis but also all the investigations 
by research, the methods of prevention, and all the proved or proposed methods 
of treatment of malignant tumors of the skin. 
= It is difficult to discuss the scope of the cancer problem in relation to skin X 
Š cancer, for the problem of cancer is specific for each branch of medicine. For 3 
example, skin cancer has aspects which are unique to dermatology, for we havea 
decided advantage in being able to study precancerous lesions and very early 
cancers and may thus conjecture about their histogenesis. Nonetheless, derma- 
tologists should keep abreast with what is being done in the study of all types of 
cancer, for they all have some characteristics in common. S 


Lan 


The problem of skin cancer is intimately connected with the campaign against 
all cancer, and it is my opinion that dermatologists should be much more active = 
than they have been in the broad attack that is being carried on by the American 
Cancer Society and other public health organizations. It is our duty to disseminate 
more accurate knowledge about the carcinogenic properties of external factors, 
such as the effect of the rays of the sun and chemicals on cutaneous cancer, and 
about the congenitally susceptible types of integument. We should assist in 
educating the public concerning the effective treatment of potentially cancerous 
lesions, such as keratoses, leukoplakia, and certain scars. 


We, as dermatologists, are aware that we have no official status as cancer 
therapists. The teaching institutions that have tumor clinics are regulated by the 
rules of the Joint Commission of Hospital Accreditation, which require that skin “Ss 
cancers be evaluated by a tumor committee. If the treatment chosen is radiation, 
the patient is sent to the radiology department; if surgery, to the surgeons. So 
far as I know, such institutions do not send patients for whom radiation is 
indicated to the department of dermatology. 


There are some easily understood reasons for this modus operandi. Histori- 
cally, cancer was treated by surgeons (by excision, cautery, etc.), but let us Be: 
look at some other very interesting historical facts. Roentgen rays were first used ig 
to treat skin cancer by dermatologists. In this country such pioneers as Pusey, «= 
Foerster, and others startled the medical world with their rather simple office 


N Submitted for publication Dec. 20, 1958. 
Introductory remarks, Symposium on Cutaneous Cancer, American Academy of Derma- 
tology, Dec. 8, 1958, Francis W. Lynch, M.D., Chairman. 
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methods, which were, nevertheless, highly effective. At that time, gas tubes were 
used, and dosage was, one might say, personal. Perhaps some of the results 
provoked occasional justifiable criticism, even antagonism. Later, men like Mac- 
Kee and, of more recent date, Cipollaro, after the advent of the Coolidge tube, 
evolved a fairly accurate technique, with a great improvement in the proficiency 
of radiation therapy. But the therapeutic work was done largely in private offices 
or in dermatologic clinics, and thus hospital staffs were not familiar with either 
the methods or the results. Even today the medical practitioner does not have 
the opportunity to see us treat skin cancer as, for example, he may have to observe 
any surgical procedures he desires. 

Early diagnosis is the universal plea of all cancer workers. I doubt if any 
other group has the same opportunity as have dermatologists to diagnose and 
treat early skin cancer. In my own practice I have observed great changes in the 
types of skin cancers that I encounter. In my early years, I saw only large, 
destructive cancers. Now, the majority of cutaneous cancers that I treat are 
small, with a great improvement, of course, in their curability and prognosis. 
Our outstanding service to the public, therefore, should be our ability to diagnose 
early skin cancer, at which time there can be no doubt about the efficacy of our 
therapeutic methods. 

Now as to some specific examples: The public is intensely interested in moles, 
but I am afraid that we have not assisted them as much as we should like to 
because of our inability to make positive predictions about this common lesion. 
Fortunately, present-day researches on melanogenesis may shortly result in ac- 
curate methods for evaluating the propensities of a given mole. If and when such 
tests are evolved, dermatologists will be in a position to play a large role in the 
prevention of malignant melanomas. 

Epithelial tumors constitute the majority of the lesions that dermatologists 
encounter, but an analysis of the various growths that may be encountered in a 
dermatologic practice reveals that our tumor problem includes a much wider 
variety of lesions than those that originate in the surface epithelium. We are 
concerned with lesions that may occur either on the skin, the subcutaneous tissues, 
or the visible mucous membranes, all lesions occurring in anatomic areas which 
are readily accessible, easily inspected, and palpated without the necessity of 
surgical exposure. The tumors may originate from either epithelium or from 
nonepithelial tissue, and their histogenesis is influenced by their anatomic location. 
The lesions may be benign or malignant, both clinically and microscopically. 

When the many lesions which may come under dermatologic consideration are 
listed, their number is surprising. The epithelial tumors may be listed as follows: 


A. Epitheliomas 
1. Nevoid 
2. Basal (many types) 
3. Mixed type 
4. Squamous 
B. Adenomas 
1. Sweat gland 
2. Sebaceous gland 
3. Cylindromas f 


C. Melanomas (many types) 
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D. Nonepithelial 

Fibromas 

Lipomas 

Chondromas 

Osteomas 

Lymphoblastomas 

Dermatomyomas 

Neuromas 

Sarcomas 
(a) Fibrosarcomas 
(b) Spindle-cell sarcomas 
(c) Angiosarcomas 
(d) Neurosarcomas 


CNAME WN = 


This list, it must be emphasized,. is not intended as a classification but is 
presented merely to emphasize the extent and variety of the tumors that lie within 
the domain of the dermatologist. 

The diagnosis of early accessible tumors is relatively simple, largely because 
of the ease with which tissue may be secured for microscopic examination, but I 
should like to emphasize the great advantage to the patient when the physician is 
able to correlate, within the scope of his own knowledge, the clinical and 
microscopic aspects of the case. This may be illustrated by a recent personal 
experience with a verrucous lesion occurring on the lip which had been diagnosed 
microscopically, from a biopsy specimen, as squamous-cell cancer. My clinical 
diagnosis was keratoacanthoma, and a review of the slide substantiated that 
diagnosis, with a resultant great change in the prognosis. I cite this instance in 
order to emphasize the value of refined knowledge in a specialized field. Kerato- 
acanthoma is a lesion with which dermatologists have become familiar because of 
their interest in precancerous and potentially cancerous lesions, but I doubt if our 
knowledge of this particular lesion has been brought to the attention of many 
surgeons or general pathologists. 

Other examples of lesions which concern us a great deal more than they do 
others might be cited; for example, Bowen's disease, or again such special condi- 
tions as lesions of the glans penis, or the Pagetoid lesions, either mammary or 
extramammary. Too, arsenical cancer, and cancerous changes in arsenical kera- 
tosis, as well as superficial epitheliomatosis, are conditions that have been docu- 
mented by dermatologists and that come into consideration in the differential 
diagnosis of a number of cutaneous conditions. We are in a position to call such 
conditions to the attention of the medical profession in general, for it can readily 
be seen that a knowledge of dermatology is of great value in the diagnosis of 
cutaneous malignancy. While a histologic diagnosis of a doubtful lesion is avail- 
able to every physician, it fails to give him the satisfaction of a combined clinical 
and microscopic diagnosis. 

From the patient’s point of view, treatment js the most important part of the 
cancer problem. An individual type of therapy is associated in the minds of the 
lay and medical public with the individual medical specialties, e. g., surgical 
excision with surgeons, radiation therapy with radiologists, and roentgen-ray 
therapy with dermatologists. On the whole, the division is probably justified, but 
I believe it should be decried. The evaluation of the treatment to be advocated 

Nor a particular lesion should rest on a careful survey of all the advantages of a 
certain treatment over others for a particular patient. The treatment of choice 
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may not lie within the therapeutic scope of the attending physician, but the treat- 
ment of choice if available, and it usually is, must be offered to the patient. 

This brings us back to our theme, the scope of cutaneous malignancy. The 
scope must include what others can do, as well as what an individual person can do. 
Practicing dermatologists who are not associated with teaching institutions having 
cancer clinics are prone to become satisfied with the results of their individual 
treatment. It must be borne in mind that evaluation of results can only be de- 
termined by statistical studies, and these are difficult for an individual person to 
make. Personal appraisal is often unconsciously prejudiced, One must realize that 
progress is constantly being made in all fields of therapeutics, and our established 
procedures should be abandoned when better ones are established. 


Skin abrasion has been an impetus for dermatologists to extend the use of 
surgical methods for the removal of certain lesions. It has also prompted some 
to undertake others forms of cosmetic repair and reconstruction. However, if we 
include procedures within our scope, it will require additional training and the 
extension of our functions as established by the American Board of Dermatology. 
Such extension requires serious appraisal before approval will be granted, | am 
sure, but it deserves serious consideration. Hutchinson, in 1890, in a lecture on 
medical education, said, “As soon as the specialist tries to transcend his specialty, 
the physician or surgeon to get out of his routine, he needs a larger nomenclature 
and a more complete classification.” 

We are all aware of the shortcomings of some of our procedures in dealing 
with skin cancer. One of the more prominent deficiencies is our inability ac- 
curately and completely to outline the boundaries of a cancer and its ramifica- 
tions. Thus, recurrences are often merely renewed growth or extension of a 
lesion because the entire diseased portion was not reached by the treatment. 
Aecurate methods of delineating a growth are needed and, if perfected, would 
prevent a great deal of anxiety and suffering. Plastic surgeons have long been 
aware of delayed reactivation and have considered the merits of a long delay 
between primary excision of ( especially) basal-cell cancers and their ultimate 
cosmetic repair. 

I have attempted to call to your attention only a few of the aspects of cancer 
which come within our scope as dermatologists. The most superficial survey of 
this important subject must make one realize the need for continuous review and 
additional education, since, in order to remain abreast of the scope of present-day 
knowledge of cutaneous malignancy, one must seek out and accept new views and 
new facts as they become established. 

Henry E. Micuerson, M.D. 
Medical Arts Building 
Minneapolis 
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Prolonged Administration o 
Dermatologic Disorders 


Therapeutic Efficacy and Side-E ffects 


NORMAN B. KANOF, M.D.; SAUL BLAU, M.D.; RAUL 
New York 


Triamcinolone (Aristocort *) is a potent 
corticosteroid. Its effectiveness as a mor- 
bidostatic anti-inflammatory, anti-allergic, 
and antirheumatic agent has been reported 
by many investigators.'§ 

Side-effects also result from the use of 
triamcinolone. It is the purpose of this 
report to record the therapeutic efficacy and 
the incidence and severity of side-effects 
with prolonged administration of triam- 
cinolone to patients with various inflamma- 
tory, allergic, and pruritic dermatoses. 


Background 


There has been an intensive search for 
corticosteroid analogues with greater anti- 
inflammatory activity and less serious side- 
effects than cortisone and hydrocortisone. 
Some of these new corticosteroids have an 
enhanced anti-inflammatory activity and 
less water and salt retention (prednisone 
and prednisolone). However, when a 
fluorine particle was added to hydrocorti- 


Submitted for publication Oct, 18, 1958. 

‘From the Department of Dermatology and 
Syphilology of the New York University Post- 
Graduate Medical School and the Skin and Cancer 
Unit of the University Hospital. 

* The Aristocort used in this study was supplied 
by Lederle Laboratories Division, American Cyana- 
mid Company, Pearl River, N. Y. 
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sone and prednisolone in the 9-a position, 
increased anti-inflammatory properties were 
marred by increased salt and water reten- 
tion. Bernstein et al.,® studying one of the 
last mentioned compounds, found that the 
addition of a hydroxyl group in the 16 
position resulted in a new corticoid with 
potent anti-inflammatory effects without salt 
and water retention. 

In animal assays, this new compound, 
triamcinolone (9-a fluoro-16 hydroxy pred- 
nisolone), showed no sodium retention and 
was 18 to 36 times more potent than hydro- 
cortisone in the rat liver glycogen test 
Hellman et al.t investigated the metabolic 
activity of triamcinolone and its effect on 
rheumatoid arthritis. They reported some 
loss of sodium and water but little change 
in nitrogen, calcium, and potassium balance. 
The drug has a profound antirheumatic 
effect. Sherwood and Cooke? evaluated this 
new compound in the treatment of bronchial 
asthma and allergic rhinitis and found 
triamcinolone to be twice as potent as pred- 
nisone or prednisolone on a weight basis, 
and they reported few side-effects. Black 
et al., however, found the antirheumatic 
potency of triamcinolone to be equal to 
that of prednisolone. They noted weight 
loss and profuse sweating, especially among 
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postmenopausal women, and a lower inci- 
dence of epigastric pain, as compared with 
prednisolone. Hellman et al.* noted a good 
response to triamcinolone in four of five 
children with clinical and laboratory find- 
ings of nephrotic syndrome. One of us 
reported the potent anti-inflammatory and 
antipruritic properties of triamcinolone in 
a variety of dermatologic disturbances. The 
drug was found to be one-third more potent 
than prednisolone on a weight basis. Side- 
effects were few and mild in degree. Du- 
bois ® reported the effect of triamcinolone 
in a series of 28 patients with systemic 
lupus erythematosus, who were observed as 
long as nine months. Daily doses up to 64 
mg. were given, and side-effects were mod- 
erate. Shelley, Harun, and Pillsbury * have 
reported their experiences with triamcino- 
lone (Aristocort) in dermatology, with par- 
ticular emphasis on its effectiveness in 
psoriasis. Hartung discusses the side- 
effects he encountered in the use of triam- 
cinolone in the long-term treatment of 
rheumatoid arthritis. 


Materials and Methods 


Seventy-five patients from private practice are 
included in this study. Twenty-eight were males, 
and forty-seven females. Their ages ranged from 
4 to 75 years. The majority presented widespread 
eruptions, characterized by a marked inflammatory 
reaction and severe pruritus (Table 1). Several 
of these patients had previously been treated with 
other corticosteroids. Triamcinolone was supplied 
in 2 or 4 meg. tablets. The daily amount was taken 
in four doses from 8 mg. up to 32 mg. daily 
(average 22-24 mg.), depending upon the nature 
and severity of the dermatosis. This initial sup- 


TABLE 1.—Dermatoses Treated with Triamcinolone 








Atopic dermatitis... -_..-.--.---------- 3 
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pressive dose was continued until marked clinical 
improvement was observed, at which time the 
amount of the drug was slowly reduced until a 
maintenance level was determined. This ranged 
from 2-16 mg. daily (average 8 mg.). The patients 
were observed at one-week intervals while on the 
initial dose-determination phase and every two 
weeks during the maintenance period. At each visit, 
blood pressure and weight were recorded and a 
urinalysis was performed. There was no restriction 
of sodium intake, and no potassium supplement was 
given. Fifty-eight patients were maintained on 
uninterrupted therapy for periods ranging from 3 
months to 16 months. Twenty-five patients re- 
ceived triamcinolone for 6 months or more and 
12 for more than 10 months. 


Comment on Results 


Triamcinolone is an effective corticoster- 
oid for the treatment of various dermato- 
logic disorders. Of 37 patients with atopic 
dermatitis, 35 showed marked improvement 
with triamcinolone. Eleven cases of contact 
dermatitis due to various allergens cleared 
promptly. Four or five cases of psoriasis 
showed marked improvement. Two cases 
of pemphigus erythematodes were satisfac- 
torily controlled. Regrowth of hair in two 
patients with alopecia areata was attained 
and maintained with triamcinolone. Ther- 
apy was discontinued in one patient because 
of severe vertigo and nausea and in a 
second because of severe abdominal pain 
with radiographic confirmation of a peptic 
ulcer. 

In those patients who had been treated 
with prednisolone, the effective dose of 
triamcinolone averaged two-thirds that of 
prednisolone, milligram for milligram, for 
a comparable therapeutic response. 


The optimal initial dose will vary, but 
the administration of 24-32 mg. daily of 
triamcinolone for one week will result in 
rapid and marked improvement in almost 
every case. When this result has been 
achieved, a maintenance level is determined 
by very gradual reduction of the daily 
dose. Skillful use of local medications and 
concomitant systemic therapy will assist in 
maintaining a satisfactory therapeutic re- 
sponse with small daily doses of the steroid 
and will occasionally allow its complete 
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withdrawal. There is, of course, no sub- 
stitute for the identification and elimination 
of the cause in contact dermatitis, after the 
acute episode is controlled by triamcinolone. 


Side-Effects 


The incidence of side-effects in this series 
was low in number and mild in degree. 
Therapy was discontinued in only two in- 
stances. There were no significant changes 
in blood pressure, and one hypertensive 
patient showed reduction in blood pressure 
while under treatment. Edema was not 


TABLE 2.—Side-Effects from Triamcinolone 
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observed. Glycosuria developed in only one 
patient, who had the same complication 
while taking prednisolone. Gastrointestinal 
discomfort was noted in three patients but 
was controlled by the administration of ant- 
acids. One patient with abdominal pain 
showed x-ray evidence of peptic ulcer. The 
ulcer may have existed prior to therapy, 
since the patient received the drug for only 
three days. Three patients complained of 
nausea, and one, of vomiting. 


There was one instance each of vertigo 
and headaches. Euphoria was not observed. 
One patient with severe mental depression 
and previous suicidal tendencies was able 
to take large doses of triamcinolone without 
worsening her psychiatric status. ‘Increase 
in appetite was not observed. In many 
patients, there was diminished desire for 
food. Thirty-three patients experienced 
weight loss; fourteen gained weight, and in 
twenty-five there was no significant change. 
Thirteen patients who lost weight had re- 


Kanof et al. 


ceived prednisolone prior to the administra- 
tion of triamcinolone. In no instance was 
weight loss associated with weakness or 
other objectively discernible disability, and 
it was frequently welcomed by the patients. 

Eight patients developed moon facies; 
three, moderate hypertrichosis, and two pa- 
tients complained of profuse perspiration. 
Moderate acneiform eruptions were ob- 
served in six patients, and two developed a 
severe papulopustular eruption involving 
the face, back, and chest. One patient de- 
veloped a cellulitis on the right elbow, 
which responded slowly to antibiotic ther- 
apy. 


Summary 


Seventy-five patients with various derma- 
toses were treated with triamcinolone. 
Fifty-eight took the drug, without interrup- 
tion, for 3 to 16 months. 


Triamcinolone was administered in 2 or 
4 mg. tablets. The average initial daily dose 
was 22-24 mg. The average maintenance 
dose was 8 mg. daily. 


Triamcinolone has marked anti-inflamma- 
tory and antipruritic effects in many der- 
matoses. 


Side-effects encountered with triamcino- 
lone are enumerated. In two instances these 
necessitated cessation of therapy. Weight 
loss was observed in 33 cases. Most of the 
side-effects were mild. 


580 5th Ave. 
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Smoking, Necrobiosis Lipoidica, Granulomatosis 


Disciformis Chronica Progressiva 


EDWARD J. RINGROSE, M.D., Berkeley, Calif. 


Smoking by constitutionally predisposed 
persons causes necrobiosis lipoidica “dia- 
beticorum”” in nondiabetics, causes the 
apparently identical granulomatosis disci- 
formis chronica progressiva, and aggravates 
necrobiosis lipoidica diabeticorum in dia- 
betics—this hypothesis may be important 
in clarifying the etiology of necrobiosis 
lipoidica and granulomatosis disciformis 
chronica progressiva. 

The condition recognized by most derma- 
tologists as necrobiosis lipoidica diabeti- 
corum was first described by Oppenheim,' 
in 1929, as dermatitis atrophicans lipoides 
diabetica. Urbach,? in 1932, gave it the 
name by which we now call it, but, ever 
since Goldsmith,’ in 1934, recorded a case 
without diabetes, more and more nondia- 
betic patients have been seen with this 
condition. Thus, Hildebrand, Montgomery, 
and Rynearson,* in 1940, found approxi- 
mately 10% of their cases, and those re- 
ported in the literature prior to that time, 
were nondiabetics. Kaalund-Jorgensen,® in 
1948, found approximately one-third of his 
cases and the cases reported in the more 
recent literature were nondiabetic. Smith,® 
in 1956, found approximately 50% of the 
cases reported in the A. M. A. ARCHIVES 
oF DERMATOLOGY in the previous 10 years 
were nondiabetic, and in his own cases 
approximately 75% were nondiabetic. 

In 1948, Miescher and Leder? described 
“granulomatosis disciformis chronica et 
progressiva.” From their article, this con- 
dition appears to be very similar to, if not 
identical with, the nondiabetic form of 
necrobiosis lipoidica diabeticorum. A case 
reported by Wells and Goldsmith § as gran- 
ulomatosis disciformis chronica et progres- 
~ Submitted for publication Oct. 6, 1958. 


siva (Miescher) was considered suggestive 
of necrobiosis  lipoidica diabeticorum. 
Lever’? indicates that this condition prob- 
ably represents necrobiosis lipoidica with- 
out lipid deposits. If granulomatosis 
disciformis chronica progressiva is identical 
with necrobiosis lipoidica, as I believe it is, 
this new and beautifully descriptive name 
might be a better designation (and without 
loss of poetic quality) for the nondiabetic 
form of necrobiosis lipoidica, since lipoid 
may not be present. 

Shortly after I presented a patient with 
granulomatosis disciformis chronica pro- 
gressiva at a meeting of the San Francisco 
Dermatological Society® in March, 1956 
(Patient 1), I encountered a second patient 
(Patient 3) with lesions that could be 
classified as either granulomatosis disci- 
formis chronica progressiva or necrobiosis 
lipoidica. Both of these patients smoked 
heavily in my office, and the thought oc- 
curred to me that smoking might be impor- 
tant etiologically. Six months after my 
presentation of Patient 1, Dr. Ervin Ep- 
stein ™! presented a patient with granulo- 
matosis disciformis chronica progressiva 
( Patient 4). On questioning her I found 
she had smoked for over two decades. 
These patients and, in fact, all those herein 
reported have been personally observed by 
me. Pertinent facts regarding them follow. 


Report of Cases 


PATIENT 1.—A 24-year-old white married regis- 
tered nurse and housewife was first examined by 
me on referral from an internal medicine specialist 
on March 14, 1956, for lesions on the anterior 
aspects of her legs, first noted in September, 1955. 
She had reported to the internist for a complete 
physical check-up on Sept. 22, 1955, after several 
previous hospitalizations for what was diagnosed 
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Fig. 1.—Patient 1. 


as fever of unknown etiology at a veterans’ hos- 
pital, in August, 1955, and infectious mononucleosis, 
March, 1953. Her 


complaints in September, 1955, were obesity, with 


while in the Army in main 
marked fluid retention premenstrually, and vague 
pains in her arms, shoulder, and neck. Past his- 
tory was noncontributory except as noted above. 
The physical examination was entirely normal 
except for obesity with weight of 154 lb., some 
tenderness in the temporomandibular joints bilat- 
erally, and left ovary twice normal size. Laboratory 
sedimentation rate, complete 
V DRL-cardiolipin, 
protein-bound iodine, I’ uptake test, and x-rays 


work, including a 


blood cell count, urinalysis, 


of the temporomandibular joints, were negative. 

The patient was placed on an 800 Cal. 500 mg. 
sodium diet, with excellent results in the obesity 
and weight fluctuations. 

At the time of my examination, on March 14, 
1956, there 
shiny, firm, flat papules and plaques, which varied 
centi- 


were several dusky erythematous, 


in size from a few millimeters to a few 
meters, located over the anterior aspects of the 
legs (Fig. 1). The largest of these was a plaque, 
measuring 31.7 cm. in diameter, located over 
the left tibia. The central portion oi this had a 
yellowish hue. 

While in a veterans’ hospital in September, 1955, 
total cholesterol 338, 
with cholesterol esters of 230. A subsequent test 
at that time showed total cholesterol of 284, with 
esters 185. 
prandial blood sugar, cholesterol, and cholesterol 


esters, in March, 1956, were normal. 


one examination revealed 


Repeated urinalysis, two-hour post- 


Histopathological examination of tissue excised 
from the largest lesion showed changes character- 
istic of necrobiosis lipoidica diabeticorum. 
that she had 


She 


Her revealed 


smoked 


smoking history 


continuously for 15 or 16 years. 
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started smoking at the age of 13, smoked for two 
months, gave it up until she was 15 or 16, and 
had smoked ever since. She had smoked over a 
package a day for the past five or six years and 
prior to that one-half to one package a day. 
PATIENT 2.—A 38-year-old white man was pre- 
sented by Dr. H. V. 
necrobiosis 


Allington as a case ot 


lipoidica diabeticorum at the same 


meeting of the San Francisco Dermatology So- 
ciety as my patient, just described, with granu- 
lomatosis disciformis chronica progressiva. When 
first seen by Dr. Allington, on Feb. 17, 1956, he 
presented a lesion on the right lower leg, on the 
anteromedial 
3.55 om. 


yellow and showed some increased vascularity of 


surface, measuring approximately 


The lesion was shiny and pinkish- 


the periphery. The skin appeared to be thin and 
shiny, and yet it also gave the feeling of firm, 
smooth, nodularity to palpation. The lesion had 
been present for approximately a year. There was 
no family history of diabetes, and sugar tolerance 
tests were normal. Except for the skin, physical 
examination was normal. Chest x-ray was negative. 
He had a positive tuberculin test. Routine blood 


cell counts, blood sedimentation rate, and urine 
examinations were normal. 
Biopsy performed in November, 1955, eight 


months after onset, was characteristic of necro- 
biosis lipoidica diabeticorum, and recent review 
of periodic acid-Schiff (PAS) 
showed the deposition of a carbohydrate-containing 
recently 


stains by me 


material, as described by Engel and 


Hammack.* 

At Dr. Allington’s suggestion, this man came 
to see me on Sept. 30, 1958. 
lesion had enlarged, to measure 4.56 cm. 

The revealed that he had 
smoked for 21 years, starting at age 18; he had 


3y this time the 


smoking history 


never stopped, and he averaged a package ot 
cigarettes daily. 

PATIENT 3.—On March 6, 1957, a 64-year-old 
white presented firm 


plaques over the distal aspects of both knees and 


practical nurse multiple 
the upper legs. The surface of these was smooth, 
atrophied, and yellowish; telangiectatic vessels 
were prominent. The clinical diagnosis of necro- 
biosis lipoidica diabeticorum was made. 

The history revealed that the lesions had first 
been noted four years previously, and they had 
been getting progressively worse. There was no 
history of diabetes, and a subsequent complete 
work-up by her referring internist failed to reveal 
any evidence of diabetes. 

Biopsy was characteristic of necrobiosis lipoidica 
diabeticorum., 

Her smoking history revealed she had smoked 
35 cigarettes daily for 35 years, but recently she 
had cut down to 20 cigarettes daily. 
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PATIENT 4—On Sept. 20, 1957, Dr. Ervin 
Epstein” presented a patient with granulomatosis 
disciformis chronica progressiva at a meeting of 
the San Francisco Dermatological Society. This 
patient, a 40-year-old white woman, fell over a 
child’s wagon eight years previously and injured 
her legs. Soon after this, an eruption appeared on 
her shins, which had been progressive ever since. 
There was no history of diabetes mellitus, except 
that one maternal cousin died of this disease. All 
laboratory findings, including several 
tolerance tests, had been normal. On examination, 
she presented two bilateral plaques of scaling, mul- 
tiple tiny ulcerations, enlarged blood vessels in the 
lesions, erythema, and yellowish discoloration. In 
addition, there was a smaller plaque higher on the 
‘right leg, which was not ulcerated but was smooth. 
shiny, and slightly purplish. 

This patient had been referred to Dr. Epstein 
by a general practitioner, with the diagnosis of 
necrobiosis lipoidica diabeticorum. The only un- 
usual feature was the marked atrophy in some 
areas, suggesting acrodermatitis chronica atrophi- 
There were yellowish indurated plaques, 
with interspersed areas of cigarette-paper atrophy, 
and underlying large blood vessels could be seen 
through the skin. The ulcerations developed after 
an Elastoplast bandage was applied and were not 
a primary manifestation. 


glucose- 


cans. 


Smoking history revealed that she had smoked 
continuously for 22 years and that she averaged 
10 cigarettes, or one-half package, daily. 


PaTIENT 5.—On Oct. 21, 1957, a 37-year-old 
? 


lesion near the center of the anterior aspect of 
the right leg (Fig. 2). This consisted of a firm 
translucent, shiny, yellowish, nodular plaque with 
slightly depressed center and slightly elevated 
border. The skin on its surface was atrophied 





Fig. 2—Patient 5. 





Ringrose 


and showed tiny telangiectases. The alternate 
clinical diagnoses of granulomatosis disciformis 
chronica progressiva and necrobiosis lipoidica 


diabeticorum were made. 


The patient stated the lesion had started as a 
small reddish spot two years previously and had 
slowly enlarged. There was no history of diabetes 
in the patient or her relatives, and her referring 
physician could find no evidence of diabetes þe- 
fore or after her consultation with me. 

Biopsy was characteristic of necrobiosis lipoidica 
diabeticorum. 

Smoking history revealed she had started smok- 
ing 15 years before, at the age of 22, and had 
smoked ever At first she smoked only a 
few cigarettes a day but gradually increased this 
to three-fourths of a package per day, her present 
rate. 


since. 


PATIENT 6.—A 39-year-old white housewife 
presented a large firm plaque and a few smaller 
plaques on the anteromedial aspect of the right 
leg and similar plaques on the left leg and ankle 
and on the anterior aspect of the right thigh. The 
centers of these were slightly yellowish, smooth, 
and atrophic, while their borders were slightly 
elevated and pink, with prominent telangiectatic 
blood vessels. These lesions were all characteristic 
of necrobiosis lipoidica diabeticorum. 

The history revealed that the patient was dis- 
covered to have diabetes following diabetic coma, 
in 1942. In 1948, six years after discovery of her 
diabetes, she developed the first lesion on her right 
leg. In spite of treatment for her diabetes, new 
lesions have continued to develop, and the most 
recent one, on the thigh, started one and one-half 
diabeticorum. 

Biopsy was characteristic of necrobiosis lipoidica 
years ago. 

Smoking history revealed she started smoking 
at the age of 16 years, 23 years before my first 
seeing her, 7 years before discovery of her dia- 
betes, and 13 years before her first lesion of 
necrobiosis lipoidica diabeticorum. She now 
smokes an average of two packages of cigarettes 
daily and has averaged this amount for the past 
10 years. At times she will smoke up to a maxi- 
mum of two and one-half packages a day. 

PATIENT 7.—A 46-year-old white married house- 
wife presented two with elevated 
borders depressed atrophic centers on the 
anterior aspect of the left leg below the middle. 
These were yellowish bronze in color and had small 


oval lesions 


and 


telangiectatic vessels in their centers. The lower 
lesion measured 21.5 cm. and the upper 2.42 
cm. They had been present for four or five years 
and had been slowly increasing in size. The clinical 
diagnosis of necrobiosis lipoidica diabeticorum was 
made, but repeated urinalyses were normal. Blood 


63/637 


cholesterol and glucose-tolerance tests were also 
normal. 

Biopsy was characteristic of necrobiosis lipoidica 
diabeticorum. 

This patient began smoking at about age 18 
years, only a few cigarettes a week, but by age 25 
she was smoking about one-half package. Now, 
at age 51, she smokes about 20 cigarettes a day, 
and the lesions are growing gradually. 


Comment 


Aside from the decreasing frequency of 
association of the lesions recognized as 
necrobiosis lipoidica diabeticorum with dia- 
betes and the fact that vascular changes are 
generally considered important in the patho- 
genesis, the etiology of this disorder has 
remained obscure. The consistent finding, 
therefore, of smoking, usually heavy, asso- 
ciated with this clinical picture is sugges- 
tively stimulating. It may be that smoking 
bears as important a relationship to necro- 
biosis lipoidica and granulomatosis disci- 
formis chronica progressiva as it does to 
Buerger’s disease. It is also interesting to 
find that the vascular histopathology of 
these two disorders is very similar in some 
respects, though larger vessels are involved 
in Buerger’s disease and only the very small 
ones in necrobiosis lipoidica diabeticorum 
and its identical twin, granulomatosis dis- 
ciformis chronica progressiva. 

Many, if not all, of the histopathological 
changes seen in necrobiosis lipoidica dia- 
beticorum and granulomatosis disciformis 
chronica progressiva can be explained on 
the basis of a chronic recurring ischemia 
leading to a panvasculitis. 

Since many of the complications seen in 
diabetes mellitus are vascular ones, it is not 
surprising that a peculiar, vascularly based 
entity, necrobiosis lipoidica, should have 
first been described in diabetics. The fact 
that it is rare, even in diabetics, indicates 
that there must be other factors aside from 
the diabetes that are important. These 
probably include hereditarily imposed con- 
stitutional deficiencies, stasis phenomena, 
and trauma, among others, that lead to an 
extra metabolic burden on an already de- 
ficient vascular system. 
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Recently Engel and Hammack’ have 
found a marked plasma elevation of the 
total protein-bound hexose, «-globulin, and 
ag-glycoprotein in the blood along with a 
diastase-resistant PAS-positive material in 
the damaged vessels of eight patients with 
necrobiosis lipoidica. They also found the 
viscosity of the serum of patients with 
necrobiosis lipoidica diabeticorum was 
greater than that of normal serum at the 
normal skin temperature of the lower ex- 
tremities. They suggested that multiple 
factors might be present, leading to necro- 
biosis through occlusion of blood vessels 
by a carbohydrate-containing material de- 
posited from the plasma. They postulated 
an interesting tentative mechanism for the 
formation of the lesions of necrobiosis 
lipoidica. 

Whatever the total underlying picture 
may ultimately prove to be, smoking has 
appeared to be a common agent, responsible 
for the development of granulomatosis dis- 
ciformis chronica progressiva and necro- 
biosis lipoidica diabeticorum in the several 
recent cases that I have observed. Smoking 
may well be important in precipitation of 
many cases in diabetics and may well ex- 
plain the progression of lesions as well as 
the occurrence of new ones in smoking 
diabetics, as in Patient 6. 

The sequence of events may be some- 
thing like this: A hereditarily predisposed 
person, usually female, because of meta- 
bolic, structural, physiological, or other con- 
stitutional defects, acquires the habit of 
smoking. This subjects the person to the 
influence of nicotine (and possibly other 
tobacco constituents, including pyridine, 
other nitrogenous bases, volatile acids, 
tarry and phenolic substances, furfural, and 
acrolein) which subjects his blood vessels 
to intermittent spasm and results in inter- 
mittent ischemia of the vessel walls them- 
selves and of the tissues supplied by these 
vessels. Ischemia to the vessel walls leads 
first to intimal swelling and subsequently 
to damage to all layers of the vessel. Ac- 
cumulation of a granulomatous reaction 
develops throughout the blood vessel walls 
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(such damaged vascular walls would be 
more subject to deposition of the carbohy- 
drate-containing material suggested above 
by Engel and Hammack 12). Were it not 
for the intermittent character of the smok- 
ing habit, which allows partial recovery 
between cigarettes, more serious lesions in 
the nature of small infarcts with complete 
necrosis of collagen might well develop. 

With the changes taking place as de 
scribed, however, there is progressive vas- 
cular damage, leading to a precarious 
balance between destructive and repair 
processes, and at this time a slight injury 
may be all that is necessary to tip the 
scales beyond where complete repair is 
possible, and necrobiosis (Necrobiosis 
[Greek nekros, meaning dead + biosis, 
meaning life] is defined in Dorland’s 1 
latest medical dictionary as follows: “The 
physiologic degeneration and death of col- 
lagenous tissue with sufficient preservation 
of bundles to keep a fairly normal pattern, 
despite disintegration and disappearance of 
the nuclei.”) becomes clinically evident. 
The intermittent relaxation of vessel walls 
between cigarettes, as previously stated, 
probably allows for sufficient repair, and 
so the tissues are only slowly deprived of 
their metabolic needs and necrobiosis rather 
than necrosis results. Since the lower ex- 
tremities are subject to frequent bumps 
and are sites where repair of any damage 
is slower owing to stasis phenomena, lower 
skin temperature, etc., a predilection for 
the lesions of necrobiosis lipoidica diabeti- 
corum and granulomatosis disciformis 
chronica progressiva for the lower extremi- 
ties, and especially of the lower extremities 
between knee and foot, is not surprising. 
As pointed out by Engel and Hammack,!? 
this area in women is more frequently 
exposed to extremes of temperature than 
the same area in men, but even in men this 
area is less warmly clothed than most other 
parts of the body. 

It is well established that the nicotine 
contained in tobacco is responsible for pro- 
found cardiovascular effects, and Goodman 
and Gilman !? state: 


Ringrose 


Smoking of tobacco under controlled conditions is 
known to produce peripheral vasoconstriction, espe- 
cially in the skin in the vast majority of persons, 
regardless of whether they are healthy or suffer- 
ing from vascular disease and independently of the 
length of time tobacco has been used, The vaso- 
constriction is accompanied by a marked fall in 
skin temperature; it does not occur in sym- 
pathectomized extremities. 

That the deleterious effects of tobacco 
may be manifested in peculiarly small areas 
with devastating effects is well illustrated 
by tobacco amblyopia, which is usually 
characterized by a gradual, but sometimes 
sudden, decrease of visual acuity. On the 
widely accepted basis that tobacco ambly- 
opia is due to tobacco-induced spasm of 
the retinal vessels, vasodilators are recom- 
mended in its treatment and complete cessa- 
tion of smoking to prevent progression to 
optic atrophy and permanent impairment of 
vision is advised. It is of interest here that 
a toxin of diabetes has been held respon- 
sible for a similar amblyopia. 


The patients alluded to in this paper have 
usually been heavy smokers. Goodman and 
Gilman '* state that 3 to 4 mg. of nicotine 
is absorbed from the puffed smoke of an 
average common blend cigarette, and the 
smoke of a 10 gm. cigar may contain from 
15 to more than 40 mg. of nicotine. They 
also state that approximately 90% of the 
nicotine in inhaled smoke is absorbed, 
whereas only 25% to 50% of that in smoke 
drawn into the mouth and then expelled 
is absorbed. It would then appear that 
smoking of only a few cigarettes a day 
might be of considerable importance in 
persons who have high-grade constitutional 
or other vascular defects. 


If smoking does prove to be as important 
as I am led to believe, stopping it should 
be important therapeutically. Of course, 
we cannot expect complete restoration of 
badly damaged tissue, but progression of 
the disease may be stopped as it is in 
Buerger’s disease.“ It is hardly necessary 
to mention that the development of diabetes 
should, of course, be watched for. Supple- 
mental therapeutic measures, such as vita- 
min therapy, which has at times proved 
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ielpful, should be used. The vitamin de- 
iciency, if any, may be only a local one due 


o vascular insufficiency. Vasodilators 
hould be beneficial. 


Summary 


It is suggested from the observation of 
everal patients with necrobiosis lipoidica 
ind granulomatosis disciformis chronica 
rogressiva that these are one and the same 
‘ondition and that smoking, usually heavy, 
nay have an important etiological signifi- 
vance, 

2636 Telegraph Ave. (4). 


Addendum 


I should like to record here that since | 
have become impressed with the possible im- 
portance of smoking in the etiology of 
necrobiosis lipoidica and granulomatosis 
disciformis chronica progressiva I have ob- 
served a few cases each of nodular vascu- 
litis of the lower extremities and granuloma 
annulare of the large ringed diffuse type, as 
distinct from the sharply marginated hard 
nodular type, that also seemed to be strong- 
ly influenced by smoking. Here the histo- 
pathologic similarities of some cases of 
granuloma annulare and necrobiosis lipoi- 
dica diabeticorum may well be recalled. 1 
believe smoking should be strongly consid- 
ered in the search for etiological factors in 
disorders of unknown etiology in which 
vascular disturbances may play an impor- 
tant part. 
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Electrophoretic Patterns in Psoriatic Exfoliative 


Erythroderma 


Effects of Gamma-Globulin in Treatment of Psoriasis 


M. H. SAMITZ, M.D., and HARRY POMERANTZ, M.D., Philadelphia 


In 1949, Klinck! reported encouraging 
results with y-globulin in the treatment of 
six patients with psoriasis. Studies were 
not done to estimate the amount of y-globu- 
lin in the blood of any of the patients be- 
fore, during, or after treatment. 

The purpose of the present study is to 
evaluate the efficacy of y-globulin in the 
treatment of severe forms of psoriasis. 
During this treatment we also determined 
electrophoretic patterns in selected cases. 


Method of Study 


Five patients were chosen for this study. Four 
patients had psoriatic exfoliative erythroderma of 
one to three years’ duration. One patient for many 
years had severe generalized psoriasis, recalcitrant 
to all previous forms of therapy. Electrophoretic 
tracings were carried out before, during, and after 
treatment to ascertain changes in the electrophoretic 
patterns. 

Poliomyelitis-immune globulin,* containing 165 
+15 mg. per cubic centimeter of the globulin fraction 
of pooled normal human plasma, was administered 
in 10 cc. doses at weekly intervals to four patients. 
The amounts injected varied from 30 cc. to 50 cc. 
A fifth patient was given two injections of 2 cc. in 
a period of three days. The patients remained 
under our observation for six to eight months. 


Results 


There was neither subjective nor objective 
improvement in the psoriatic state in any 
of the patients during or after the ad- 
ministration of the y-globulin, 
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* The y-globulin used in this study was supplied 
by the Lederle Medical Research Department, 
American Cyanamid Company, Pearl River, N. Y. 


In four of the five patients with an ex- 
foliative erythroderma the percentage of al- 
bumin content was definitely lower than 
normal prior to therapy. In these patients 
the y-globulin was elevated; the a,-fraction 
ranged from 6.0% to 10.0% (normal 
4.2%). In the remaining case the albumin 
content was normal and the y-globulin was 
decreased; the a,-fraction was 3.7% and 
4.9%. 

a2-Values ranged from 6.5% to 18.3% 
(normal 9.4%); only values of 18.3% and 
13.0% were considered elevated. There was 
no trend with respect to the -globulin frac- 
tion, which ranged from 8.1% to 20.7% 
(normal 11.2%); one value, 20.5%, was 
considered elevated. y-Globulin ranged 
from 6.3% to 36.8%; three patients showed 
values above 27.6% and were considered 
higher than normal (16.3%) (Table 1). 


Comment 


Plasma proteins by electrophoretic pat- 
terns have been determined by numerous 
authors. A compilation of these data ( Table 
2) clearly indicates that there is no unj- 
formity in the findings. It is, therefore, 
safe to suggest that there is no electro- 
phoretic pattern typical of psoriasis. 

Our data show that in exfoliative cases 
there is a decrease in albumin and an in- 
crease in globulin fractions. These results 
are in agreement with those reported by 
Feldaker, Brunsting, and McKenzie,? 
Sunderman, Jr. and Sunderman, and 
others.*6 However, as these authors have 
pointed out, these changes are not specific 
for psoriasis but “represent a common re- 
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TABLE 1.—Data on Patients in Present Study 














Polio-Immune Blood Sera 
Globulin Injected Total Globulin, % 
MHM Exami- Protein, Albumin,— = a5 
Patient Age Sex Ce. Date nation Date Gm /100 Ce. % ai as 8 y 
1 45 M 10 5-1 (1) 4-30 7.5 43.5 6.0 10.0 13.0 27.6 
10 5-7 
10 5-14 (2) 5-14 8.0 36.0 6.4 9.8 13.5 34.5 
10 5-21 
10 5-28 (3) 6-4 7.6 39.5 6.1 9.7 15.3 29.4 
2 24 M 10 5-1 (1) 2-27 7.5 50.4 6.6 6.5 8.1 28.1 
10 5-8 
10 5-15 (2) 5-1 eat 51.7 4.8 7.8 Tii 24.2 
10 5-22 
10 5-29 (3) 5-15 7.5 44.5 5.1 8.8 11.7 29.9 
3 55 M 10 6-10 (1) 6-10 7.4 37.4 10.0 18.3 20.7 13.7 
10 6-17 . 
10 6-26 (2) 6-20 7.8 35.7 6.5 16.5 18.7 22.6 
4 44 F 10 7-16 (1) 7-16 6.0 67.9 3.7 10.2 11.9 6.3 
10 7-23 
10 7-29 (2) 7-24 6.6 64.0 4.9 11.6 11.6 7.8 
5 72 M 2 9-1 (1) 9—4 5.5 28.8 6.9 13.2 14.4 36.8 
9-3 
S nnn 
Normal values 6.70 58.0 4.2 9.4 11.2 16.3 


a 


sponse present in many infectious, metabolic after y-globulin administration showed 
and neoplastic diseases.” 3 Among our pa- minimal, if any, change. Neither did a~, 
tients similar electrophoretic patterns were a2-, and -globulin fractions vary signifi- 
found in many chronic inflammatory condi- cantly. The y-globulin fraction showed 
tions, particularly those involving connec- slight increase in the five patients; however, 
tive tissue.’” these increases are within experimental 
A comparison of the electrophoretic pat- error. 
terns before and after administration of 
y-globulin did not show any significant 
change in the various component fractions. Globulin elevations, particularly in the 


In general the albumin content before and az- and y-globulin fractions, were found to 


Summary 


TABLE 2.—Data on Cases Cited by Other Authors * 
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Globulin 
Cases, Total 
Type of Psoriasis No. Protein Albumin a1 a: B y Reference 

Universal with arthritis.-.........-------------- 5 0 — — + 0 es 2 
Generalized psoriasis- -------------------------- 6 0 — 0 + + 0 3 
| S 7 0 0 0 0 0 0 4 
Generalized erythroderma---------------------- 6 — — + + 0 0 5 

87 0 6 
CL | ee Tee 4 0 0 0 0 0 7 
Valcarce -cicsasedsseee se enneeeeees 13 + + 0 0/— ie 8 
Vilgas- gn kn stead pace ee ca seesssewesee 20 — — _ Si J 9 
Arthropathic..-....----------------------------- l 0 — + $ 0 + 10 
2 Cases of erythroderma--.---------------------- fi = + dl 4 11 
Erythroderma- -------------------------------- 1 4. 12 
Erythroderma.- - ------------------------------- = 4 13 
Erythroderma..- ----------------------------- = 0 =- a 0 ae 14 


—— mmr 
* 0 indicates normal value; +, increased value; —, decreased value. 
+ Family study: 3 cases showed only pitting of nails; 2 had clinical psoriasis; 1 case did not show evidence of psoriasis. 
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ELECTROPHORETIC PATTERNS IN ERY THRODERMA 


occur in the exfoliative erythrodermic 
psoriatic state. 

The electrophoretic patterns of this group 
of patients are not unlike those seen in 
many chronic inflammatory diseases, par- 
ticularly in connective tissue diseases. 

A compilation of the plasma-protein value 
of the literature reveals there is no pattern 
that can be characterized as specific for 
psoriasis. 

The administration of y-globulin did not 
affect the course of the disease or the elec- 
trophoretic patterns. 

We wish to acknowledge the helpful suggestions 


of Dr. David Seligson, Director of Laboratories, 
Graduate Hospital, Philadelphia. 


1715 Pine St. (3). 
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Unsaturated Fatty Acids in 


W. R. HUBLER, M.D., Corpus Christi, Texas 


Long-continued, low-fat acne diets often 
cause weight and energy loss, and resistance 
to infection may be lowered. Therefore, I 
decided to give supplemental unsaturated 
fatty acids to see what the effect would 
be on the weight and on the 
acne itself. Safflower-oil emulsion * was 
first chosen as an adjunct to the regular 
diet for acne because of its high unsatu- 
rated fatty acid content. However, most 
patients found it difficult to take adequate 
quantities without disturbing their digestion. 
Corn oil+ was then substituted. It was 
used in the preparation of food in place of 
all other animal or vegetable fats, and it 
proved to be a far more acceptable source 
of unsaturated fatty acids. The average 
saturation of common fats is as follows: 


loss 


I 
Butter 47 
Beef fat 99 
Coconut oil 87 
Corn oil 13 
Cottonseed oil 25 
Lard 44 
Safflower oil 6 


Hydrogenation solidifies fat but reduces 
the per cent of unsaturated fatty acids and 
creates unnatural isomers of linoleic acid. 
Linoleic acid is the principal unsaturated 
fatty acid found in our dietary fats. Isomers 
are not utilized as unsaturated fatty acids 
by the body, and so all hydrogenated fats 
were carefully eliminated from the diet. 

Few studies of the effects of unsaturated 
fatty acids on acne were noted in a brief 
search of the literature. Early workers 
found no significant alteration in cholesterol 





Submitted for publication Oct. 3, 1958: 

* Safflower Oil Emulsion is manufactured by 
Abbott Laboratories, North (Chicago. Approx- 
imately one-half of the Saff used in this study 
was furnished by this company. 

+The corn oil used in this study was Mazola, 
produced by Corn Products Company, New York. 
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Acne 


metabolism in acne. Juster and Thulliez,’ 
however, found a disturbed equilibrium be- 
tween the unsaturated fatty acids and other 
serum lipids. Brown et al? demonstrated 
that the content of linoleic acid in the 
blood serum is lower when a human subject 
is maintained for a prolonged period on a 
diet low in fat. Other workers have often 
noticed that fat-starved animals are less 
resistant to infection. Deuel? showed that 
it was possible to control the content of 
saturated or unsaturated fatty acids in depot 
fat of rats and hogs by varying the per cent 
of these fatty acids in the diet. 


Experimental Diets 


Group. [.—Safflower-oil emulsion was 
first given to 10 patients with severe cystic 
and pustular acne who had been under in- 
tensive treatment for at least six months 
without improvement. They had followed 
strict low-fat acne diets and had received 
much x-ray, ultraviolet, and CQOz slush ther- 
apy; many antibiotics, and the usual topical 
applications, with little benefit. These pa- 
tients had lost 5-30 lb. during the course of 
treatment. Three to four tablespoonfuls 
(45-60 cc.) of safflower-oil emulsion were 
given daily with meals. Ultraviolet and 
COə slush were continued during the pe- 
riod of safflower-oil administration. No 
x-ray therapy was used during or just prior 
to the fatty-acid therapy. The effect of 
safflower oil was striking in five patients, 
who cleared or markedly improved in a 
few weeks. It was felt that the effect in 
this group was probably due to the action 
of the unsaturated-fatty-acid supplement on 
a group of patients that had been almost 
fat-starved for 30 weeks or longer, with 
consequent of bodily 
mechanisms and nutrition. 


lowering defense 


The remaining 


ACNE—UNSATURATED FATS 


five patients showed slight to no improve- 
ment, and safflower oil was discontinued 
after about two and one-half months. Corn 
oil was later permitted in the five patients 
who were improved, without adverse effect. 
Group II.—This group consisted of 20 
teen-age patients who were just beginning 
office treatment for acne. Twenty alternate 
patients served as controls. 
ultraviolet and COs slush therapy, and five 
received x-ray therapy for six weeks. Low- 
animal-fat acne diets and local measures 
also were used. Safflower-oil emulsion 
was given in divided doses of 15 cc. in fruit 
juice three to four times a day. It was 
somewhat unpalatable and did not prevent 
moderate weight loss. After a few weeks 
the generous use of corn oil was substituted 
for safflower oil. Gravies were permitted, 
providing all animal fat was removed and 
corn oil added. Pies and cakes and French- 
fried potatoes prepared with corn oil were 
allowed. Corn oil with lemon and/or vin- 
egar was used as a salad dressing. None 
of the patients using the corn-oil supple- 
ment lost additional weight, and most of 
them regained what they had lost on the 
low-fat diet plus the safflower emulsion. 
Weight loss and fatigue were troublesome 
in half of the 20 patients in the control 
series on the regular low-fat acne diet in 
this group. Weight loss varied from 5-18 lb. 


Serum cholesterol, cholesterol esters, and 
total fatty acid studies were done in the 
20 patients in Group II who were receiving 
‘supplemental fatty acids. These tests were 
made before treatment and at the end of 
the first and third months. The average 
serum cholesterol was 170 mg. % before 
treatment. Ingestion of safflower and corn 
oil and low-fat diets did not influence the 
normally low cholesterol levels of these 
teen-agers in any way. 

Group III].—This group consisted of 180 
acne patients who used corn oil freely in 
their diets with no demonstrable flare of 
their acne. Weight loss rarely occurred, 
and when it did, increasing the amount of 
corr oil used in the diet easily controlled it. 
All the patients had a feeling of well-being 


H ubl er 


All received 


unlike patients not using the supplemental 
corn oil. 


Comment 


Unsaturated fatty acids in the form of 
corn oil in the diet made unpleasant low-fat 
diets more palatable, without reducing their 
effectiveness. They helped maintain weight 
and vigor in the average patient with acne. 
The remarkable improvement in five pa- 
tients’ skin and general condition in Group I 
was probably due to the nutritional effect 
of the fatty acids ingested by these fat- 
starved patients. None of the patients be- 
came worse when corn oil was added to 
their diets. Clinically, in the 180 patients 
in Group III the acne seemed to subside 
more rapidly than in patients treated prior 
to the use of corn oil. It was necessary to 
resort to x-ray therapy for only 5 patients 
in this group of 180 to produce clearing of 
their acne. This is fewer than one would 
expect from experiences prior to the use 
of corn oil. The patients were far more 
cooperative, and they felt better. They 
avoided the animal and hydrogenated fats 
more faithfully. Hunger had been a chronic 
complaint, in the past, with low-fat diets. 
Corn oil, like other fats, has the ability to 
satiate the appetite, and so this complaint 
was obviated. 


There were several patients in Group II 
who had marked comedopapule formation 
with central raised horny plugs, giving the 
feeling of coarse sandpaper. These patients 
improved with remarkable rapidity with the 
oral use of safflower and corn oil. Perhaps 
the unsaturated oils produced thinning of 
the sebaceous secretion or reduction of the 
keratin layer or both. Vitamin A should 
theoretically be of help in these cases, but 
in my experience it has been of no benefit. 


All of my acne patients now are allowed 
to use corn oil freely in their diets. Seventy- 
five patients have also used an unsaturated 
corn oil oleomargarine (Emdee Oleo) on 
their bread, without apparent deleterious 
effects. Safflower oil is used routinely, in 
addition to corn oil, only in those cases 
which show marked horny plugging of the 
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follicles. No attempt was made to treat 
any patient with unsaturated fatty acids 
alone, as acne is due to numerous factors 
and an effort should be made to correct 
as many of them as possible. 


Summary 


Unsaturated fatty acids, in the form of 
corn oil in place of animal and hydrogen- 
ated fats, were well tolerated as dietary 
supplements, in all types of acne. They pre- 
vented the weight loss and fatigue often 
associated with low-fat diets. Corn and 
saffower oils were helpful in five patients 
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with severe resistant acne who were fat- 
starved from long observance of low-fat 
acne diets. They were also of value in the 
raised hyperkeratotic comedo of acne. 


1510 S. Brownlee. 
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Allergic Eczematous Sensitivity to Aminophylline 


Report of a Case 


RUDOLF L. BAER, M.D.; HARVEY J. COHEN, M.D., New York, and A. HARVEY NEIDORFF, M.D., 


Altoona, Pa, 


Recently Tas and Weissberg! reported a 
case of allergic sensitivity to aminophylline 
in a 52-year-old pharmacist. For about one 
year he had prepared 600 aminophylline sup- 
positories a week. Some weeks, after the 
start of this work, he had complained of an 
itching skin disorder on his hands, arms, 
and face. 

On examination there was redness and 
swelling, accompanied by papules, vesicles, 
and weeping on the hands and arms to- 
gether with slight redness and papule forma- 
tion on the face and scaling of the lips. 
Patch tests with many materials, but not 
including aminophylline, were negative. 
When the patient’s work changed and he 
was no longer exposed to aminophylline his 
skin cleared. Several months later he again 


prepared aminophylline suppositories. After 


the first new contact he began to sneeze and 
wheeze, and his skin eruption reappeared. 
A patch test to 1% aminophylline was 
strongly positive. A patch test with 1% 
theophylline was negative. Patch tests with 
ethylenediamine and other amines were re- 
‘fused by the patient. 

In 1953, we studied a similar case, which 
we are reporting here because sensitivity 
to aminophylline may not be as rare as has 
been thought. 


Report of Case 


The patient was a 58-year-old pharmacist, who 
had no personal or familial history of asthma or 
hay fever. Three years before we first saw him 
he had noted itching in both palms during the 
daytime. The first visible skin changes had occurred 
on the palms with cracking and peeling. The 
fingernails had become cracked and discolored. The 
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area around the mouth had begun to itch and 
became red and scaly. Approximately one year 
after the eruption had spread to the forearms, legs, 
and thighs. In February, 1950, the patient had 
been hospitalized for the first time, with some 
improvement of his eruption. However, upon his 
return home and to work the rash had spread 
over his entire body. 


In April, 1950, he had been admitted to a hos- 
pital for 13 weeks. He went home improved and 
in the fall of 1950 had resumed work. This had 
been followed by occasional flare-ups of itching, 
scaling, and weeping. 


His third hospital admission was in November, 
1950. After two months he had been discharged 
improved, but resumption of work had resulted 
in an exacerbation. He had been hospitalized for 
the fourth time in November, 1951. At that time 
he had been patch-tested with ether extracts of 
tobacco, feathers, and his house dust and store 
dust, as well as with nickel sulfate, hydrous wool 
fat (Lanolin), Dichloricide (p-dichlorbenzene), 
and pyrethrum. A definite positive reaction had 
been elicited only with the extract of his store dust. 


Superficial x-ray therapy, bismuth sodium 
triglycollamate (Bistrimate), corticotropin 
(ACTH), autohemotherapy, potassium permanga- 
nate baths, boric acid compresses, diphenhydramine 
(Benadryl), and various diets were some of the 
therapeutic measures that the patient had received 
during these years. 

At the time of his first visit to our office, in 
in 1953, a severe eczematous, erythematous, 
edematous, scaling eruption was seen over the 
scalp, face, arms, and lower extremities. This was 
particularly marked in the perioral area. Weeping, 
crusting, and lichenification were particularly 
marked over the forearms, dorsa of hands, and 
lower legs. Additional findings were scaly lichenoid 
papules over the anterior and posterior chest and 
abdomen, numerous excoriated areas over the legs 
and arms, and numerous hyperkeratotic papules 
with evidence of excoriation on the palms. The 
fingernails were dystrophic, with some grooving 
and discoloration. Further detailed questioning re- 
vealed that he had had flare-ups subsequent to 
the filling of capsules containing papaverine, 
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amobarbital (Amytal), and aminophylline. After 
admission to New York University Hospital, patch 
tests were performed with these three drugs, as 
well as other materials. The test with amino- 
phylline was strongly positive, while the tests with 
papaverine and amobarbital were negative. Amino- 
phylline is composed of two-thirds theophylline 
and one-third ethylenediamine. In order to ascertain 
which fraction was responsible for the patch-test 
reaction to aminophylline, additional patch tests 
were done with the following results: 
Aminophylline, 1% aqueous 3+ 
Aminophylline, as is 3+ 
Ethylenediamine dihydrochloride, 1% aqueous 3+ 


Ethylenediamine dihydrochloride, as is 5+ 
Theophylline, as is 0 
Theophylline, 1% in 70% alcohol 0 


The patient’s eruption improved greatly during 
the period of hospitalization, and he remained much 
improved until he returned to his home town. Upon 
his return home he had a severe recurrence, per- 
haps due to renewed exposure to aminophylline. 
He received daily injections at first of 40 units 
and then of 20 units of repository corticotropin 
injection (Acthar Gel) for two weeks in addition 
to hydrocortisone ointments topically. His eruption 
responded well. 

In the past four years the patient has avoided 
all forms of aminophylline and has had no recur- 
rence, 


Comment 


We concluded from the patient’s history 
and the test results that he was strongly 
sensitive to the ethylenediamine fraction of 
aminophylline and that occupational ex- 
posure to this substance probably was either 
the major cause of his eruption or at least 
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a major contributing factor. This was sup- 
ported by positive patch-test reaction to ether 
extract of dust from his store and the 
negative reaction to dust from his home, 
which had been elicited by another physician. 
Furthermore, the fact that his skin disease 
had responded to each hospitalization, ap- 
parently regardless of the therapy used, 
fitted in with this hypothesis. 
Ethylenediamine is employed in various 
organic syntheses for the preparation of 
dyes, inhibitors, rubber accelerators, fungi- 
cides, synthetic waxes, resins, insecticides, 
asphalt wetting agents, and certain pharmas 
ceuticals. Because of its dibasic nature, 
ethylenediamine is valuable for neutralizing 
the acidity of oils, preparing casein and 
shellac solutions, stabilizing rubber latex, 
inhibiting corrosion, or controlling alkalinity. 
It, therefore, cannot be ruled out that the 
patient could have had exposure to traces of 
ethylenediamine from other sources. 


Summary 


A case of allergic eczematous contact 
dermatitis, in a pharmacist, due to the 
ethylenediamine fraction of aminophylline is 
described. 


962 Park Ave. (28). 
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Urticaria Pigmentosa 


Report of a Case with Autopsy Examination 


ROBERT J. DAVIS, M.D., and MORRIS WAISMAN, M.D., Tampa, Fla. 


In recent years increased recognition of 
internal medical counterparts of urticaria 
pigmentosa (mastocytosis) has been re- 
corded. Nickels! comprehensive review 
«summarized the frequency with which vis- 
ceral and osseous lesions of mastocytosis 
are encountered, if searched for. To be 
sure, a purely cutaneous form of urticaria 
pigmentosa is still identified, but the pos- 
sibility is not excluded that even these cases 
may have subclinical, inconspicuous, and 
hidden foci of the disease in locations else- 
where than the skin. Proof of the latter 
conjecture is not readily available, as op- 
portunities for autopsy examination of this 
benign disease are extremely rare. 

Simply to authenticate the fact that the 
skin may indeed be the organ exclusively 
involved in urticaria pigmentosa, even when 
of severe degree, is the purpose of this 
paper. We wish to report a case of con- 
genital urticaria pigmentosa in an infant, 
studied clinically and at autopsy. 


Report of Case 


_ A white boy was born with a generalized erup- 
tion of macules and slightly raised, coppery 
erythematous, doughy nodules and plaques, many 
of the latter capped by vesicles and bullae. No 
abnormalities were demonstrable in the general 
pediatric examination (Dr. Lewis T. Corum). The 
family history was negative for inherited disease, 
and the parents were not consanguineous. 

On reexamination, six weeks later (Figure), the 
eruption was as extensive as at birth but the 
erythema and bullae had disappeared, leaving 
brownish discoid macules and nodules of variable 
size, which with rubbing could not be made to 
urticate. Scattered here and there over the sur- 
face and apparently replacing some of the bullae 
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were multiple small discrete and agglomerated 
glistening papules, resembling tiny keloids. Bodily 
development and nutritional state were normal, and 
there was no evidence of subjective discomfort. 
The spleen, liver, and lymph nodes were not en- 
larged. Biopsy from a cutaneous nodule established 
the diagnosis of urticaria pigmentosa. (Dr. Elson B. 
Helwig reviewed our histopathologic material.) 

The erythrocyte count of the blood was 3,200,000 
per millimeter; the hemoglobin measured 9.1 gm. 
per 100 cc.; the leukocytes numbered 20,200 per 
cubic millimeter, and no abnormal cells appeared 
in the differential spread. Examination of bone 
marrow from the right tibia disclosed increased 
cellularity, with elements of the erythroid series 
predominating, numerous megakaryocytes, and no 
evidence of reticuloendothelial disease. The elec- 
trophoretic pattern of the blood serum showed 
moderate decrease of total proteins and of albumin 
and y-globulin and slight elevation of az-globulin. 
The albumin-globulin ratio was 1.44:1. 

At the age of 3% months the infant died sud- 
denly at home, presumably without manifestation 
of antecedent disease. Autopsy was performed. 

Autopsy Findings.—The body was that of a mod- 
erately well-nourished male infant with the gen- 


eralized macular and nodular eruption noted 
clinically. There were no obvious skeletal de- 
formities. Superficial lymph nodes were not en- 


larged, nor were abnormally enlarged lymph nodes 
encountered in the abdominal and thoracic cavities. 
The largest individual nodes, found in the mesentery 
of the cecum and ascending colon, measured less 
than 1 cm. in diameter and appeared firm, dis- 
crete, and pale. The spleen weighed 19 gm.; the 
capsule was smooth and shiny, and the pulp was 
soft and dark red, with multiple, 1 mm.-sized 
white nodules scattered evenly throughout. An 
accessory spleen, measuring 0.5 cm., was found. 
The bone marrow of the right tibia and sternum 
was normally firm and red. The lymphatic accumu- 
lations of the intestinal tract were prominent in the 
terminal ileum, where they appeared as irregular 
and elevated 1 mm. patches measuring up to 
0.51 cm. 

Of the internal organs only the lungs were 
grossly abnormal, appearing firm and violaceous, 
with irregular red and purplish mottling over 
pleural and cut surfaces. Sharply defined consoli- 
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dated portions were absent, but all of the lung 


substance was firmer than usual. The bronchi and 
blood vessels appeared normal. 

Microscopic examination confirmed the 
normality of the organs except for the lungs and 
skin. In the lungs and predominately in and adja- 
cent to the bronchial tree was an infiltration of 
polymorphonuclear leukocytes. The skin lesions 
consisted prominently of a wide and heavy accu- 
mulation of closely packed stellate and polyhedral 
mast cells beneath the intact, moderately acanthotic 
epithelium, exhibiting characteristic violet gran- 
ules by Giemsa stain. A sprinkling of fine melanin 
“dust” filled the cells of the basal layer. 

No increased numbers of tissue mast cells or of 
cells with metachromatic granules were found in 
the lymph nodes, spleen, bone marrow, liver, or 
lymphatic tissue of the gastrointestinal tract. 


gross 


The postmortem diagnoses were bronchopneu- 
monia and urticaria pigmentosa. 
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Urticaria pigmentosa. 
Appearance of patient at 
age of 6 weeks. 


Summary 

Clinical and autopsy findings in a case 
of congenital urticaria pigmentosa are re- 
ported. In this instance, although the skin 
was classically and maximally infiltrated 
with mast cells, no evidence of concomitant 
involvement was detected internally. The 
possibility that visceral or skeletal lesions 
of mastocytosis might have developed later 
in life cannot, of course, be disavowed. 


St. Joseph’s Hospital (Dr. Davis). 
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An Evaluation of a New Cerumenolytic Agent 


JAMES Q. GANT Jr., M.D., Washington, D. C. 


Cerumen, the waxy exudate of the ex- 
ternal auditory canal, is composed of two 
elements: a fatty and tenacious substance 
secreted by the sebaceous glands deep within 
the external canal and a thin, milky liquid 
secreted by the apocrine sweat glands near 
„the external orifice. The thin secretion of 
the apocrine glands dilutes this heavy se- 
baceous material, and the result is a soft, 
malleable wax.! 

The movement of the jaws displaces this 
wax and forces it forward along the canal 
to the external orifice, where it is ultimately 
excreted along with the debris it has 
gathered in the course of its migration. 
This normal procedure can be interrupted 
by various factors. If the volume of apo- 
crine sweat secreted is proportionately small 
or the volume of sebum is proportionately 
great, the resulting cerumen will be hard 
and difficult to move along the canal. This 
retained cerumen loses what moisture and 
malleability it has; becomes inspissated and 
impacted and often adherent to the epithe- 
lium of the external auditory meatus.? 


Abnormalities of the ear canal, such as 
stenosis or exostosis, or the presence of a 
- foreign body may further the retention of 
the cerumen in the canal? Even a small 
amount of cerumen retained in this way 
can serve as a base for an accretion of wax. 
resulting, in some cases, in complete oblitera- 
tion of the lumen of the ear canal. A 
multiplicity of symptoms, among them deaf- 
ness, vertigo, tinnitus, itching, autophony, 
and severe pain,*> may rise from this plug 
of cerumen. 
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From many points of view there has 
never been a completely satisfactory pharma- 
ceutical agent for the lysis and removal of 
these impacted ceruminous plugs or, for 
that matter, for the removal of excessive 
deposits of normally soft wax.®7 Commonly 
used agents—hydrogen peroxide, glycerin, 
sodium carbonate—many cause a contact 
dermatitis or an allergic reaction,’ while 
curettage of impacted plugs can excoriate 
the tissue of the auditory canal. The tissue 
lining of the ear canal grows progressively 
thinner as it passes from the cartilagenous 
to the bony meatus and is, indeed, only 0.1 
mm. in thickness near the tympanic ring. 


It was considered important to evaluate 
Cerumenex,* a new cerumenolytic agent 
which was recently demonstrated *! to be 
an effective and pharmacologically safe 
cerumenolytic. This agent is composed of a 
special surface-tension-reducing agent in an 
anhydrous propylene glycol base. By lower- 
ing the interfacial tension between the 
cerumen and the aqueous irrigation fluid a 
convenient and rapid method for the re- 
moval of cerumen is obtained. Because of 
its surface active properties, penetration 
into the dry waxy deposit is achieved, 
thereby facilitating its removal. 


Methods and Materials 


A series of 163 patients of both sexes, children 
as well as adults, who complained of excessive 
cerumen were studied. Nine of these patients also 
had eczema of the external auditory canal. There 
were no cases of punctured eardrums, The amount 
of cerumen ranged from accumulations of soft 
golden wax to hard, black dessicated masses and 
in most cases occurred bilaterally. In 70 patients 
the wax was dry and impacted, completely obscur- 


* Cerumenex (triethanolamine polypeptide oleate- 
condensate in propylene glycol with chlorobutanol ) 
product of the Purdue Frederick Company, New 
York. 
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ing the tympanic membrane. In 31 patients the wax 
was hard and dry and excessive but not in sufh- 
cient quantities to obscure the drum. Sixty-two 
patients had soft wax, but in excessive amounts. 


The sensitizing properties of this preparation 
were studied by instilling the cerumenolytic com- 
pound into the ears of a group of 10 patients. The 
material was left in place for approximately 30 
minutes and then washed out. This procedure was 
repeated once a week for six consecutive weeks, 
with the ears being carefully examined for signs of 
local irritation and sensitivity reactions at each 
follow-up visit. 


The external ear canal was filled with the test 
agent, and, after a waiting period of from 10 to 
30 minutes, the ear canal was gently irrigated with 
lukewarm, isotonic saline solution. The ear was 
then examined and the results evaluated. The de- 
gree of efficacy was graded as superior when the 
removal of wax was complete, satisfactory when 
most of the wax was removed, and failure when 
there was little or no change. 


Results 


In those 70 patients where the dessicated, 
black cerumen obscured the tympanum, 
superior results were obtained in 60 pa- 
tients, satisfactory results in 9 patients, and 
failure in 1 patient. 


In the 31 patients with hard, impacted 
cerumen but visible tympanic membranes, 
there were superior results in 26 patients, 
satisfactory results in 5 patients, and no 
failures. In those 62 patients with soft, 
excessive deposits of wax, there were supe- 
rior results in 56 patients, satisfactory re- 
sults in 4, and failures in 2. 


For the total series, the results were as 
follows: 142 patients with superior results 
(87.1%), 18 patients with satisfactory re- 
sults (11.0%), and 3 failures (1.9%). 


In those cases selected for a sensitivity 
study, there were no signs of any irritation 
or sensitization at the end of six consecutive 
weeks of treatment. 


The nine cases of eczema of the external 
ear were not aggravated by the agent, and, 
indeed, one case was actually helped. Pa- 
tient acceptance of the drug was excellent. 
Some, who had been treated for the same 
condition previously, remarked on the lack 
of “fuss and bother.” 
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Comment 


The external ear, with its peculiar sus- 
ceptibility to irritation, is often the focal 
point of an itch-scratch cycle. Impacted 
cerumen irritates the meatus and drives the 
patient to “scratch” away at the canal with 
either his finger or some foreign object. This 
scratching and the resulting traumatization 
can lead directly to the eczema syndrome or 
to otitis externa. 

Senturia 8 states that clinically a history 
of trauma is repeatedly elicited in cases of 
external otitis. It is thought by some that 
trauma to the skin of the ear may be the 
mechanism by which exogenous organisms 
are forced through the bacteria-resistant 
layer of the epidermis. 

Stewart 1! puts the direct blame for otitis 
externa on scratching with contaminated 
fingers. He feels that irritation of the ear 
canal leads inevitably to the conditioned 
response of scratching. In this regard, the 
germicidal properties of Cerumenex be- 
come important. While a cerumenolytic 
agent is not intended as an anti-infective, the 
possibilities of contamination arising during 
the use of a cerumenolytic require that a 
germicidal preservative, capable of main- 
taining an antiseptic state, be included in 
such a preparation. The solution was tested 
for antiseptic activity by the challenge tech- 
nique of Rdsok et al.,'? and the results of 
this study !* establish that Cerumenex af- 


fords adequate protection against the various . 


types of microbial contamination which 


might occur during its use. 

The safe and efficient removal of the 
causative factor in the itch-scratch cycle, 
excessive cerumen, is highly desirable, and 
this can only be accomplished by a ceru- 
menolytic agent which is clinically effective 
and physiologically safe. Cerumenex satis- 
factorily meets this need. In cases of heavy 
wax deposition, the use of this drug is rec- 
ommended as a prophylactic regimen twice 
monthly for the exceptionally heavy “wax- 
ers” and once a month in above average 
“waxers.”’ 
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NEW CERUMENOLYTIC AGENT 


It is interesting to note that usually these 
abundant “waxers” are often the same pa- 
tients who suffer from acne and associated 
skin disorders. This is very likely due to 
the overabundant secretion of the sebaceous 
sweat glands. This is especially true in 
younger adolescents, where the presence of 
deep “blackheads” in the cavity of the 
concha of the auricle is often a sign of 
excessive deposits of cerumen within the 
canal. 


Summary and Conclusions 


* One hundred sixty-three patients with 
excessive deposits of ear wax were treated 
with Cerumenex (triethanolamine polypep- 
tide oleate-condensate in propylene glycol 
with chlorobutanol), a new cerumenolytic 
agent. In 87.1% of the patients there was 
superior removal of the ear wax; in 11.0% 
there was satisfactory removal, and in only 
1.9% was there failure to improve the con- 
dition. There were no untoward side-effects 
noted in any patients. 

Ten patients tested for sensitivity over a 
period of six weeks showed no sign of ir- 
ritation or allergic reaction. The results of 
this clinical study establish that this agent 
is an unusually effective and safe ceru- 
menolytic. 


1726 M St., N. W. (6). 
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Peripilar Keratin Casts 


MICHAEL J. SCOTT, M.D., Seattle 


Peripilar keratin casts are characterized 
by asymptomatic, minute, semifirm, tannish, 
discrete, freely movable, cylindrical masses, 
distributed along the scalp hairs. M. J. 
Brunner and J. M. Facq described the con- 


ce 


dition as “A Pseudoparasite of the Scalp 
Hair’! and A. M. Kligman, as “Hair 


pt 


Cases” ? m the same issue of the A. M. A. 
ARCHIVES OF DERMATOLOGY, in April, 1957. 
None of the authors could locate an identical 
case description. 


Report of Cases 


In June, 1958, I examined three Caucasian 
sisters, aged 4, 6, and 7 years. All had numerous, 
barely visible, tannish nodules on their hair shafts. 
These lesions were asymptomatic and had been 
noticed simultaneously in all three children approx- 
imately three months previously. The only feasible 
etiological agent elicited was the application of a 
certain brand of hair spray on several occasions 
prior to the onset of the disorder. Grossly, the 
lesions were tan, varying from 0.3 mm. to 1.5 
mm. in length and 0.1 mm. to 0.2 mm. in diameter. 
Each child had several hundred lesions, dispersed 
uniformly throughout the entire scalp and located 
at various distances from the hair base, although 
mainly within 1 in. of the scalp surface. Some hairs 
had more than one lesion. The nodules were freely 
movable in any direction along the hair shaft. 
There was no associated disturbance or disease of 
the scalp. Under filtered ultraviolet light a silvery 
fluorescence observed. Microscopically, the 
lesions were cylindrical in shape, completely sur- 
rounding the hair shaft. These tubular casts had 
a cellular structure similar to the hair root sheaths 
and were composed of keratin. Histologically, para- 
keratosis of the follicular infundibulum was noted. 
Various topical medicaments proved relatively in- 
effectual, but four months after their initial office 
visit (hair spraying having been discontinued) the 
lesions were very few in number. 

On Oct. 7, 1958, a 46-year-old woman was 
being examined for a noncontributory dermatitis, 
when minute, tanmish nodules were noted on nu- 
merous hair shafts in her scalp. She was unaware 


Was 


Submitted for publication Sept. 23, 1938. 
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of this disorder, and so the duration could not be 
determined. Another brand of hair spray had been 
applied on several occasions in recent months. 
Grossly and microscopically, the lesions were 
identical to those observed in the foregoing cases. 
She is the first adult reported with this disorder. 


Differential Diagnosis . 


Peripilar keratin casts must be differenti- 
ated from trichorrhexis nodosa, lepothrix, 
monilethrix, nits, trichonodosis,* piedra, and 
abnormalities due to artifacts. Clinically the 
lesions closely resemble white piedra or nits 
of pediculi. The important fact, that the casts 
are freely movable, would quickly make a 
differential diagnosis even for the person 
with poor eyesight. The characteristic tubu- 
lar shape of these casts, in contrast to the 
elliptical form of piedra,* is readily apparent 
microscopically. Microscopically, they most 
simulate (trichomycosis 


closely lepothrix 


axillaris ). 


Comment 


In my estimation, this phenomenon is the 
result of some chemical applied externally 
to the scalp and hair, which in susceptible 
persons prevents the normal shedding of the 
epithelial cells as they are extruded from 


Fig. 1—Photomicrograph of peripilar keratin 


casts. 





PERIPILAR KERATIN 


C4aTS 





nit. 





follicle. 


the hair Normally the outward 
growth motion of the hair carries the root 
sheath with it, and the latter desquamates 
and sheds as the hair emerges from its 
surface opening on the scalp. In some as yet 
undertermined manner, application of cer- 
tain chemicals probably binds these root 


sheath cells together, and their position 


around the hair shafts prevents their falling 


loose, thereby forming casts. Circumstantial 


evidence tends to incriminate hair sprays in 


i Scott 


Fig. 2.—Microscopic differential diagnosis. A, trichonodosis. 
B, piedra. C, lepothrix (trichomycosis axillaris). D, trich- 
orrhexis nodosa. 


E, artifact (paint). F, monilethrix. G, 


these cases and in others I have examined, 
including an aesthetic male patient. 


Medical and Dental Building (1). 
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Serum Precipitation Studies 


Sulfonates and Thiocyanate in Dermatoses and Other Diseases 


ZACHARY FELSHER, M.D., and FRED LEVIT, M.D., Chicago 


Jones and Thompson have reported that 
a 12% p-toluene sulfonic acid solution in 
glacial acetic acid gave a flocculant precip- 
itate in the sera of patients with systemic 
lupus erythematosus.t Positive tests were 
also found in a few patients with hepatitis, 
multiple myeloma, vertebral coccidioidomy- 
cosis, and rheumatoid arthritis but not in any 
with scleroderma, periarteritis nodosa, and 
dermatomyositis. The authors believed that 
some unknown factor in lupus erythematosus 
serum was responsible for the precipitate 
and that sera with increased y-globulin did 
not always show a positive reaction in the 
test. 

During the past 20 or more years many 
precipitation tests of a nonimmunologic 
character have been described for sera in 
various diseases. The majority have de- 
pended on nonspecific changes in the blood 
proteins, especially an increase in the globu- 
lins. In general these can be divided into 
two types: (1) complex poorly understood 
colloidal systems, mainly represented by 
the cephalin-cholesterol reaction, the thymol- 
turbidity test, and the thymol-flocculation 
(2) those involving precipita- 
tion of proteins in serum by the use of 


test and, 
electrolytes at various pH’s and concentra- 
tions. The Takata-Ara reaction, the zinc sul- 
fate turbidity test of Kunkel, and the 
cadmium sulfate test of Wunderly and 
Wuhrmann are representative of the latter 
group. Madagan has listed 10 flocculation 


tests for sera.” 


Submitted for publication Oct. 2, 1958. 

From Northwestern University Medical Center, 
Department of Dermatology, Herbert Rattner, 
M.D., Chairman. 
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Factors Involved in 
Flocculation Tests 

Practically all flocculation tests will be- 
come positive on sufficient increase in the 
y-globulin, particularly if the albumin is re; 
duced at the same time.” Looney and Amdur 
found that in a 2% solution of y-globulin 
maximum turbidity with zinc sulfate was 
obtained at an albumin concentration of 1% 
and fell off on either side of this concentra- 
tion De la Huerga and Popper noted 
depression of the zinc sulfate turbidity by 
addition of bile or albumin.* The cadmium 
sulfate flocculation also tends to be reversed 
by albumin.® Wunderly and Wuhrmann 
believed that excess albumin could bind 
globulin and prevent precipitation. They 
noted that the precipitate with cadmium 
sulfate consisted largely of y-globulins but 
that the lipoid-carrying a- and f£-globulins 
as well as some albumin were included in 
the precipitate. Qualitative as well as 
quantitative changes in the serum proteins 
may influence their ability to flocculate. 
Normal albumin will inhibit the cephalin- 
cholesterol and thymol tests, whereas hepa- 
titis albumin has not been found to do the 
same.27 Maclagan and Bunn found that 
only hepatitis y-globulin gave a positive 
thymol flocculation, normal y-globulin pro- 
ducing only the thymol turbidity reaction.* 
Lipid and £-globulin fractions are also of 
particular importance in the thymol test.®!° 
In precipitation of y-globulin by ammonium 
sulfate and sodium chloride in combination, 
de la Huerga and Popper found that addition 
of albumin did not affect the results but that 
in sera kept at 56 C for one-half hour the 
precipitate showed an increase of up to 
50%.* 


E 


SERUM PRECIPITATION STUDIES 


It has long been known that different 
anions or cations vary in their ability to salt 
out or flocculate colloids, particularly pro- 
teins."'* In neutral solutions the sulfate 
ion is among the most effective for salting 
out, while the bromide, iodide, and thiocya- 
nate are among the least effective. In ex- 
tremely acid solution this situation may 
become reversed, and the thiocyanate ion 
become one of the most effective in salting 
out."! Sulfonates have also been found close 


* These ions have been arranged in order of 
increasing effectiveness, called the lyotropic series.” 


to thiocyanate in flocculating ability.!? It i 
interesting to note that of all the component: 
in serum the globulins, particularly y-glob 
ulins, are most easily precipitated because 
they are least hydrated. Albumin with ; 
large shell of water around its molecule i: 
most difficult to precipitate.!3:14 


Experimental 


Since Jones and Thompson had reportec 
the effectiveness of p-toluene sulfonic acic 
in flocculation of abnormal serums, particu- 
larly in systemic lupus erythematosus, we 


Conditions in Which Flocculation Tests W ere Done 


SSS 














Reagent 
Serum Component — 
——— 6% B- 
Globulin 12% Saturated Naph- 6% 
Fractionation, p-Toluene Sodium thalene Sodium 
Case Albumin, Globulin, Gm/100 M1. Sulfonic Benzene Sulfonic Thio- 
No. Diagnosis Gm/100 Ml. Gm/100 M1. or Area % Acid Sulfonate Acid cyanate 
1 Acute disseminated 
L. E. 3.21 5.02 2+ 2+ 3+ 3+ 
2 Subacute disseminated 
L. E. 3.86 2.39 Neg. 1+ 
3 Chronic discoid L. E. 4.83 2.22 Neg. Neg. Neg. Neg. 
4 Chronic discoid L. E. Not Not Neg. 14+ 
obtained obtained 
5 Acrosclerosis 4.2 3.4 Neg. 4+ 44+ 1+ 
6 Pityriasis rosea Not Not Neg. Neg. 1 
obtained obtained 
7 Generalized psoriasis 3.71 3.05 y-Globulin 24.6 ¢ Neg. 1+ 1+ 1+ 
8-Globulin 16.9 
a Globulin 6.7 
a Globulin 11.0 
8 Chronic severe gener- 
alized eruption un- 
diagnosed 2.59 2.47 Neg. Neg. 1+ 1+ 
9 Pyoderma of legs 4.2 3.6 Neg. 1+ 1+ 
10 Dermatitis venenata 4.9 2.3 Neg. Neg. + 
11 Rheumatoid arthritis 3.2 3.55 Neg. lo+ 2+ 2+- 
12 Rheumatoid arthritis 5.00 2.6 y-Globulin 2.39 * 1+ 2+ 
13 Nephrotic syndrome 1.15 3.10 y-Globulin 26.6 ¢ 2+ 2+ 3+ 3+ 
8-Globulin 19.6 
a Globulin 4.9 
a+Globulin 40.2 
l4 Pyelonephritis hep- 
atosplenomegaly 3.21 3.94 Neg. a+ 1+ 1+ 
15 Multiple myeloma 3.8 T4 Very heavy 
ppt. not 
centrifuged 
16 Membranous nephritis 3.30 3.50 + 
17 Osteoarthritis 4.02 3.02 Neg. Neg. t+ m+ 
18 Squamous-cell carcin- 
oma of cervix & 
early invasion of 
uterus 4.22 2.88 Neg Neg. 1+ 1+ 
19 Congestive heart failure 3.69 2.82 Neg + e+ 
20 Chronic nephritis 2.40 2.36 Neg Neg. 1+ 1+ 
21 Laennec’s cirrhosis 3.80 2.96 Neg w+ 4+ 
22 Old rheumatic heart 
disease 3.92 2.42 Neg 
ae rr E E 
* Gnf./100 ML. 
t Area % 


Felsher—L evit 
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thought it of interest, first, to determine 
whether other ions of the classic lyotropic 
series and particularly other sulfonates 
would have similar effects and, second, to 
investigate some of the factors in serum 
that might be involved in the precipitation 
process. In this paper the effectiveness of 
12% p-toluene sulfonic acid, 6% f-naptha- 
lene sulfonic acid, saturated sodium benzene 
sulfonate, and 6% sodium thiocyanate in 
glacial acetic acid are compared in flocculat- 
ing ability in various sera. Because some 
of these substances are poorly soluble in 
glacial acetic acid no attempt was made to 
compare equimolar concentrations. Also, 
the use of dilutions much less than 6% 
often resulted in turbidity reactions that 
interfered with the reading of the amount 
of flocculation. The sodium thiocyanate 
solution regukarly became yellowish in color 
in the glacial acetic acid after standing for 
a few days, but this did not seem to inter- 
fere or change its flocculating ability. Pref- 
erably it should be freshly made before use. 
It was found best to allow the saturated 
sodium sulfonate to stand for 
several days, with an excess of the salt 


benzene 


before use. 


Method 


The tests were performed by two methods. 1. To 
2 drops (somewhat less than 0.1 ml.) of serum, 
2 ml. of each of the testing solutions was added 
by allowing it to flow down the side of a small 
test tube, and the amount of precipitate was noted 
according to the specifications of Jones and Thomp- 
son. 2. Two drops of serum were added to 2 ml. 
of the test solution in a 3 ml. tapered centrifuge 
tube. The tube was corked and inverted or shaken 
several times and then centrifuged at a fixed rate 
for 10 minutes. In this way the amount of precipi- 
tate could be noted at the bottom of the centrifuge 
tube. The degree of precipitation was generally 
compared in the four solutions tested at one time 
and rated as from 1%4-+ (just perceptible sediment ) 
to 4+ (heavy flocculation). Occasionally, in addi- 
tion to the flocculation, some turbidity was noted 
in the supernatant fluid. 

The Table lists some dermatologic and non- 
dermatologic conditions in which these serum 
flocculation tests were carried out. Normal values 
for albumin were 4-5 gm/100 ml.; globulin, 2-3 
gm/100 ml., and y-globulin, 0-1.25 gm/100 ml. 
Average normal values by the paper electrophoresis 


— 
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method, in area per cent, were y-globulin, 12.4% ; 
B-globulin, 7.1% ; a-globulin, 2.6%, and ae-globulin, 
11.2%. 

It will be noted from the Table that the new 
reagents used (sodium benzene sulfonate, @-naph- 
thalene sulfonic acid, and sodium thiocyanate) were 
all able to produce precipitation in many of the 
sera, Their ability to do so varied, the thiocyanate 
and $-naphthalene sulfonic acid being most effi- 
cient. Whenever the Jones and Thompson test was 
positive the other reagents also gave positive tests, 
generally to a greater degree. 

It will also be noted that in several cases where 
the Jones and Thompson test was negative one or 
more of the other reagents gave a positive reaction. 
These four reagents may be placed in an approxi- 
mate order of increasing sensitivity as follows: 
12% p-toluene sulfonic acid <saturated sodium 
benzene sulfonate <6% 8-naphthalene sulfonic 
acid <or=6% sodium thiocyanate. 

Effect of Added Immune Globulin—To_ the 
serum of Patient 21 immune poliomyelitis globulin 
was added drop by drop until a just perceptible 
finally divided precipitate that persisted was given 
by 2 drops of this serum added to the 12% 
p-toluene sulfonic acid solution. The tests were 
then performed by the centrifuge method. The 
following results were obtained: /-toluene sul- 
fonic acid, 14+ precipitate; saturated sodium ben- 
zene sulfonate, 1+ precipitate; 6% @-naphthalene 
sulfonic acid solution, 2+ precipitate; 6% sodium 
thiocyanate solution, 3+4 precipitate. Immune 
y-globulin was added to the serum of Patient 22 
until a just perceptible precipitate resulted with 
12% p-toluene sulfonic acid. The total globulin 
(of this serum) was increased by this addition 
from 2.42 gm/100 ml. to 3.78 gm/100 ml. 

Effect of Inactivation at 56 C.—Inactivation of 
the serum of Patient 17 at 56 C for 30 minutes had 
no effect on the degree of precipitation by any of 
the four solutions. 

Effect of Added Albumin.—Immune globulin was 
added to the nonfasting serum of a patient with a 
mild contact dermatitis of the hands until a very 
faintly positive precipitate with 12% p-toluene sul- 
fonic acid and a 1+ to 2+ precipitate with 6% 
sodium thiocyanate were obtained. To this patient’s 
serum 10 mg. amounts of powdered human serum 
albumin + were added to give a total of 50 mg. 
The 12% p-toluene sulfonic acid and 6% sodium 
thiocyanate tests were repeated after each addi- 
tion. No differences in the amounts of the pre- 
cipitates were noted after any of the additions of 
albumin. The final albumin concentration was 
7.25 em/100 ml., and the globulin concentration 
was 3.65 gm/100 ml. When isotonic saline solu- 
tion was added drop by drop to a markedly positive 
serum the reaction with /p-toluene sulfonic acid 


+ Obtained through the courtesy of Cutter Isabo- 
ratories, Berkeley, Calif. 
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rapidly became negative as the serum was diluted. 
When the diluent was a saturated solution of al- 
bumin in saline a much larger volume of diluent 
was required before the test became negative. 


Comment 


Serum precipitations by sulfonates and 
thiocyanate in acid solutions appear to be 
salting-out reactions and seem to be in 
some way related to the globulin concen- 
tration. There may be other factors involved 
as well, but there is no evidence that any 
of these reactions is specific for any one 
disease. The y-globulins in serum are the 
easiest fraction to precipitate.’4 Addition 
` of y-globulin to negative serum will cause 
precipitation reactions to occur. In disease 
states qualitative as well as quantitative 
changes in protein fractions and their re- 
lations to each other may influence the ease 
of precipitation. The complexity of the 
situation is well seen when it is realized that 
serum may contain hundreds of distinct 
protein components as well as lipid and 
carbohydrate complexes that can influence 
precipitation reactions.4® In the serum from 
the patient with the nephrotic syndrome 
(Patient 13), the low albumin as well as 
the elevated globulins and cholesterol (514 
mg/100 ce.) may have played a role in the 
heavy precipitation obtained. 

It would appear from our data that a 
saturated solution of sodium benzene sul- 
fonate in glacial acetic acid would be some- 
what more sensitive than 12% p-toluene 
sulfonic acid in detecting changes in the 
serum proteins. Saturated solution of 
sodium benzene sulfonate, therefore, might 
be more useful in detecting such changes 
in disease states. Precipitation by 6% 
B-naphthalene sulfonic acid or 6% sodium 
thiocyanate is still more sensitive and may 
show minimal precipitation in normal sera. 
Combinations of these tests may be of some 
value for the detection of qualitative and 
quantitative changes in sera in dermatologic 
or other diseases. 


Summary 


Flecculation was produced in sera of 
various diseases by solutions of sulfonates 


E baai e 
am Eelsher—Levit 


and thiocyanate in glacial acetic acid. The 
order of increasing effectiveness for floccula- 
tion was 12% p-toluene sulfonic acid < 
saturated sodium benzene sulfonate <6% 
-naphthalene sulfonic acid=or<6% so- 
dium thiocyanate. 

Previously negative sera became positive 
upon the addition of human serum immune 
globulin. Direct addition of albumin ap- 
peared to have no effect on the degree of 
flocculation. In diluted sera the flocculation 
reaction persisted longer when albumin in 
isotonic saline was the diluent than when 
isotonic saline alone was the diluent. 

There seems to be some relation to the 
globulin content of sera, but other complex 
factors probably play a role. 

These reactions do not appear to be 
specific for any one disease, 


Department of Dermatology, Northwestern Uni- 
versity. 


REFERENCES 


l. Jones, K. K., and Thompson, H. E.: Evalua- 
tion of Simple Precipitation Test for Systemic 
Lupus Erythematosus, Lae 166 :1424-1428 
1958. 

2. Maclagan, N. F.: Flocculation Tests: Chemi- 
cal and Clinical Significance, Brit. M. J. 2:892- 
896, 1948. 

3. Looney, J. M., and Amdur, M. O.: Deter- 
mination of Gamma Globulin in Blood Serum, 
Fed. Proc. 8:220, 1949. 

4. de la Huerga, J., and Popper, H.: Estima- 
tion of Serum Gamma Globulin Concentration by 
Turbidimetry, J. Lab. & Clin. Med. 35:459-465, 
1950. 

5. Wunderly, C., and Wuhrmann, F.: The Effect 
of Experimental Increases in the y-Globulin and 
Albumin Content of Sera on the Response Given 
by Turbidity and Flocculation Tests, Brit. J. 
Exper. Path. 28 :287-294, 1947. 

6. Wuhrmann, F., and Wunderly, C.: The 
Cadmium Reaction, J. Lab. & Clin. Med. 34:1162- 
1168, 1949. 

7. Hoffman, W. S.: The Biochemistry of Clini- 
cal Medicine, Chicago, The Yearbook Publishers, 
Inc., 1954, 

8. Maclagan, N. F., and Bunn, D.: Flocculation 
Tests with Electrophoretically Separated Serum 
Proteins, Biochem, J. 41 :580-586, 1947. 

9. Recant, L.; Chargaff, E., and Hanger, F, M.: 
Comparison of the Cephalin Cholesterol Floccula- 
tion with the Thymol Turbidity Test, Proc. Soc. 
Exper. Biol. & Med. 60 :245-247, 1945. 


85/659 


10. Kingsley, G. R., and Getchell, G. : Thymol 
Turbidity in Standard Methods of Clinical Chemis- 
try, New York, Academic Press, Inc., 1953, Vol. 
L p: DS. 


11. McBain, J. W.: Colloid Science, Boston, 
D. C. Heath & Company, 1950, p. 135. 

12. Voet, A.: Quantitative Lyotropy, Chem. 
Rev. 20:169-179, 1937. 


86/660 


A. M. A. ARCHIVES OF DERMATOLOGY 


13. Kruyt, H. R., in Colloid Symposium Mono- 
graph, New York, The Chemical Catalog Company, 
1928, Vol. V, p. 15. 

14. Tullis, J. L.: Blood Cells and Plasma Pro- 
teins: Their State in Nature, New York, Aca- 
demic Press, Inc., 1953, p. 19. 

15. Gutman, A. B.: The Plasma Proteins in 
Disease: Advances Protein Chem. 4:155-250, 1948. 


Psoriatic Family Tree 


LEONARD D. GRAYSON, M.D., and HILLIARD M. SHAIR, M.D., Quincy, Ill. 


Psoriasis is generally accepted as an 
autosomal, irregular, dominantly inherited 
dermatosis. The incidence of hereditary 
psoriasis may be as high as 80%. 

Recently five related persons with pso- 
riasis have come under our care. Careful 
questioning enabled us to obtain information 


Submitted for publication Oct. 7, 1958. 
Department of Dermatology, Physicians & Sur- 
geons Clinic. 


Family 


about their ancestors going back five or six 
generations. 

The following genetic charts will be of 
interest to all who manage this stubborn 
dermatosis. All five patients are identified 
by an asterisk on Charts 2 and 3. The cases 
reported as psoriatic were those who were 
diagnosed as such by physicians or those 
who had lesions resembling psoriasis, as 
described to us. Naturally, many of those 
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identified as “normal” have, have 


had, or will yet develop psoriasis. 


may 


Comment on Charts 


A psoriatic woman (A) married to a 
normal man had three children (at least 
two had psoriasis). Five of the ten grand- 
children and nine of fifthy-three great- 
grandchildren had the disease. Of 35 known 
great-great-grandchildren, 6 had psoriasis. 
There were 4 psoriatics in 19 known de- 
scendants of these. A total of 27 known 
psoriatics in six generations! Fourteen 
were males and thirteen females. 

A psoriatic man (5) had three normal 
children. 


A psoriatic man %6) married to a nor- 
mal woman had 2 of 8 children with pso- 
riasis, 1 of 16 grandchildren, and 1 of 9 
known great-grandchildren with the disease. 

A psoriatic man (7) had 3 of 10 children 
with psoriasis. One of these (with the dis- 
ease) had nine children (one with psoria- 
sis). The latter has one psoriatic and one 
normal child. 

A psoriatic woman (9) had one child 
with and one without the disease. The for- 
mer has four children of whom three have 
psoriasis. The normal sibling had no chil- 
dren, but her brothers and sisters had a 
total of eight children. Two of these (one 
from each psoriatic man) had the disease. 


Family #9 
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A psoriatic man (10) married to a nor- 
mal woman had two children (one with pso- 
riasis). The person with the disease has 
three normal children. 


Summary 


Four charts are presented, illustrating 
psoriasis in one family traced back from 
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five to six generations. Chart 1 shows a 
total of 27 cases of psoriasis among 123 
persons in this “family tree.” Chart 2 
reveals 5 cases of psoriasis of 86 persons. 
Chart 3 shows 6 cases of psoriasis among 
23 family members. Chart 4 reveals 7 cases 
of psoriasis of 16 persons. 


Physicians & Surgeons Clinic, 1101 Maine St. 


mencement of therapy and subsequently 
semiweekly and monthly as a maintenance 
dose. 

In view of the unusual features of this 
case it was deemed advisable to describe the 
interesting features and the result of ther- 
apy as a case history. 

Harris and Lerner è mentioned the simi- 
larity of the amino acids in the sequence 
of the a-melanocyte-stimulating hormone 
with that of corticotropin. They observed 
that the 13 amino acids that are chemically 
contained in the hormone are identical in 
structural formation to the 13 amino acids 
in corticotropin and are, interestingly 
enough, present in exactly the same se- 
quence. I have also observed in the treat- 
ment of alopecia totalis that after hair re- 
growth there is a subsequent increase of 
pigmentation of the face, the neck, the 
extremities, and the body. The hair usually 
commences to grow, devoid of pigment, and 
eventually acquires the similar shade and 
pigment of the rest of the hair of the body. 


Report of Case 


A Negro man, 36 years of age, consulted me 
professionally because of alopecia universalis of 
16 years’ duration. He gave the following history. 

He commenced to lose hair in patches at the 
age of 7, and there was intermittent loss and re- 
growth of hair in irregular distribution on the scalp 
until the age of 15. At this age there was full 
growth of scalp hair; however, there was sparse 
growth in the axilla and in the pubic area and no 
beard growth. 

Between the age of 15 and 18, the patient ex- 
perienced further infrequent loss of hair in patchy 
areas of the scalp, with spontaneous remissions 
until the age of 19, when there was complete loss 
of hair and regrowth stopped. 

The alopecia totalis began in April, 1942, con- 
current with an attack of illness which was diag- 
nosed as a nervous breakdown and later correctly 
diagnosed as psychoneurosis and pernicious anemia. 
In June, 1942, the patient was hospitalized at 
Chesapeake and Ohio Hospital in Clifton Forge, 
Va. At the hospital, laboratory examinations 
included urinalysis, hemoglobin, complete blood 
cell count, including red blood cell count and white 
blood cell count, basal metabolism, bone marrow 
punctures, 17-ketosteroids, hormone studies, and 
sedimentation time. The patient was under the 
direct care and supervision of Dr. Allen Lehew of 
Lewisburg, W. Va. 
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At the end of June, 1942, the loss of hair was 
complete, involving the scalp, eyebrows, eyelashes, 
beard, axilla, chest, pubic area, arms, legs, and 
thighs. During the next 15 years, after the patient 
was discharged from the hospital, the following 
treatments were utilized: application of phenol; 
zinc chloride; pilocarpine, topically and by injec- 
tions; crude coal tar, topically; ultraviolet; mas- 
sage; injections of thiamine (vitamin Bı) and 
cyanocobalamin (vitamin Biz); liver extract; 
estrogenic hormone, and testosterone. 

The patient was first examined on May 19, 1958, 
and presented an alopecia universalis, as previously 





Fig. 2—On May 22, 1958, same patient as in 


Figure 1, demonstrating vitiliginous areas of neck, 
forearms, thighs, legs, and feet. 
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The Treatment of Alopecia Universalis with Methyl 


Prednisolone (Medrol) 


Associated with Vitiligo Involving Arms, Forearms, Neck, and Thigh 


IRWIN I. LUBOWE, M.D., New York 


I have described previously in three arti- 
cles +25 the treatment of alopecia areata, 
universalis, and totalis by the cautious use 
of cortisone, hydrocortisone, and their ana- 
logues, prednisone and prednisolone. In the 
later report,” I tabulated the result of treat- 
ment of 68 patients with alopecia areata, 
totalis, and universalis with methyl prednis- 
olone (Medrol *). In a recent communica- 
Submitted for publication Oct. 17, 1958. 

Clinical Assistant Professor of Dermatology, 


New York Medical College, and Associate Visit- 
ing Dermatologist, Metropolitan Medical Center. 


* Furnished by Dr. Harold Upjohn and Dr. 
Peltier, of The Upjohn Company, Kalamazoo, 
Mich. 


Fz. 1—On May 22, 1958. A, left lateral view, demonstrating absence of 
hair. B, frontal view, note absence of scalp hair, eyebrows, eyelashes, and beard. 





tion* in the ArcHIves I have also 
suggested the possible pathogenetic relation- 
ship between hypopigmentation and mela- 
nocyte formation associated with alopecia 
areata and totalis. The duration of the 
alopecia ranged from 3 months to 25 years. 
I concluded that 62% of the male patients - 
had complete regrowth and 38% had partial 
regrowth; also 58% of the female patients 
had complete regrowth, and 42% had partial 
regrowth. 


In conjunction with the intake of methyl 
prednisolone orally, regular periodic intra- 
muscular injections of corticotropin 
(ACTH) are given weekly at the com- 


calp and face 


* 
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hair growth of 
( Medrol) for three and one-half months. 


described. The patient demonstrated vitiliginous 
areas which involved the left preclavicular area. 
There were also irregular, confluent and separate 
vitiliginous areas of the internal surfaces of the 
arms, forearms, and wrists, extending to the dorsal 
surface of the hands and phalanges. There was 
also evidence of irregular, spotty vitiliginous areas 
of the internal and anterior surface of the thighs 
and large confluent areas of the middle and lower 
third of the legs, involving the anterior surface of 
the feet. 

Laboratory studies, which included urinalysis, 
„blood cell count, 17-ketosteroids, sedimentation 
time, and hormone studies, were negative. Basal 
metabolism and protein-bound iodine tests were 
normal. Blood pressure was 126/84; weight, 175 
lb.; height, 72 in. The patient 
methyl prednisolone, 12 mg. daily, and injections 
of zinc corticotropin, 40 units weekly. The weekly 
injections of zinc corticotropin were continued 
until June 11, 1958, when hair growth was ob- 
served on the scalp, eyebrows, and beard for the 


was placed on 


first time. It was also observed on the upper and 
lower extremities and the rest of the body. The 
hair of the scalp, eyebrows, and beard, as demon- 
strated in the photographs of Sept. 2, 1958, in- 
dicated a good growth response to corticosteroid 
corticotropin therapy. The vitiliginous areas have 
become erythematous, and small islands of pigment 
have appeared, as suggested by the patient and 


_Lubowe 


an | 





Fig. 3.—On Sept. 2, 1958. 4, frontal view, and B, left lateral view, demonstrating excellent 
scalp, eyebrows, eyelashes, and beard after treatment with methyl prednisolone 


demonstrated by clinical observation. The patient 
is being maintained on a residual dosage of methyl 
prednisolone, 9 mg. daily, and intramuscular in- 
jections of zinc corticotropin, 40 units monthly. 
The scalp and body hair growth are continuing at 
a progressive rate. Weight and blood pressure 
have remained constant during the period of treat- 
ment and follow-up observation. There is no evi- 
dence of electrolyte Cushingoid 
features, epigastric distress, or emotional disturb- 
ance. On the contrary, the patient, who was 
formerly shy and introverted, is now well adjusted 
and extremely happy about the appearance of the 
hair on scalp and body. 


disturbances, 


Summary 


The case of a patient with alopecia uni- 
versalis of 18 years’ duration is presented 
to demonstrate the stimulation of the pilo- 
sebaceous system with methyl prednisolone 
and corticotropin. There is evidence of 
good hair regrowth after four months of 
therapy, without any constitutional body 
changes or disturbance of electrolyte me- 


tabolism. 


667 Madison Ave. (21). 
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Calcinosis in Dermatomyositis 


Observations on Course of Disease in Children and Adults 


SIGFRID A. MULLER, M.D.; RICHARD K. WINKELMANN, M.D., and LOUIS A. BRUNSTING, M.D., 


Rochester, Minn. 


Dermatomyositis is a disease of various 
cutaneous manifestations associated with an 
unpredictable degree of nonsuppurative 
polymyositis. Involvement of the skeletal 
muscles is always a factor and is respon- 
sible for the varying degrees of disability. 
The characteristic and unusual features of 
this disease have been described else- 
where.’* Important among these is calci- 
nosis cutis. As a result of our recent 
review of calcinosis in scleroderma,” we 
decided to extend these investigations to 
include dermatomyositis. It was our pur- 
pose to examine the relationship of calcino- 
sis to prognosis in dermatomyositis as well 
as to contrast its pattern of occurrence to 
that in scleroderma. 


From the records of approximately 260 patients 
seen at the Mayo Clinic from 1945 to 1955 with 
the diagnosis of dermatomyositis, sclerodermato- 
myositis, poikilodermatomyositis, and polymyositis, 
we selected 182 as representative of classic derma- 
tomyositis; we rejected any case in which clinical 
and laboratory features were questionable. Of these 
182 patients, the records of 64 were discarded be- 
cause of short-term follow-up. The remaining 118 
patients, all of whom were followed for a minimum 


‘of one year, form the basis of this report. 


Of the 118 patients, 87 were adults (more than 
18 years of age) and 31 were children (less than 
18 years of age). The youngest patient was 18 
months, and the oldest, 71 years. In both of these 
groups, the ratio of females to males was about 3:1 
(Table 1). 

Although the disease in these two age groups is 
similar, calcinosis is said to occur more frequently 
among children. Among the 87 adult patients, 12 


Submitted for publication Sept. 19, 1958. 

Mayo Clinic and the Mayo Foundation. Fellow 
in Dermatology, Mayo Foundation (Dr. Muller) ; 
Section of Dermatology (Drs. Winkelmann and 
Brunsting). The Mayo Foundation, Rochester, 
Minh., is a part of the Graduate School of the 
University of Minnesota. 


TABLE 1.—Age Distribution of One Hundred 
Eighteen Patients with Dermatomyositis Seen 
at the Mayo Clinic from 1945 to 1955 








Age, Yr. Female Male 
0- 9_. 10 6 
10-17__.___. = k 11 4 
18-29 __ iis waits ant 8 5 
30-39 J ls rca 11 5 
| ee oa 15 7 
50-59_._.....- MORSAN 17 7 
ig ee eR 9 2 
|), ee S. 0 1 


had calcinosis and 75 did not, while 17 of the 31 
children had calcinosis and 14 were without calci- 
nosis. The prognosis is also said to be severer 
among children than among adults. Because of 
these reported differences, the disease in these two 
age groups will be discussed separately. 


Calcinosis Associated with 
Dermatomyositis 


In Children—Of the 31 children with 
dermatomyositis, 8 (6 girls and 2 boys), 
or 26%, are dead. Of the 23 surviving 
children, 17 (14 girls and 3 boys), or 74%, 
had calcinosis. Fifteen of the seventeen 
patients with calcinosis had extensive patho- 
logic calcification of soft tissue. The aver- 
age duration of the disease at the time of 
diagnosis of calcinosis was 2.6 years, with 
a median of 2 years and a range of 6 
months to 7 years. 


The sites of calcinosis were primarily 
centered in the skeletal muscles of maximal 
involvement, that is, the proximal muscles 
of the shoulder and pelvic girdles. Smaller 
amounts were found scattered widely in the 
more peripheral muscles of the extremity 
and trunk, especially near the elbows and 
knees. Figures 1 and 2 are representative 
of the extensive calcinosis seen in the roent- 
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Figure | 


genograms of children as a result of derma- 
tomyositis. 

Eight patients with calcinosis cutis were 
incapacitated periodically by episodes of 
ulceration with extrusion of calcified debris. 
These ulcerations frequently occurred near 
the buttocks and thighs and were accom- 
panied by cellulitis and a severe systemic 
reaction. After expulsion of the calcified 
foreign body the ulcerations usually healed 
promptly. In a few cases surgical removal 


was necessary. In only one patient was 


the degree of calcinosis significantly de- 
creased by the episodes of ulceration. In 
several patients the degree of calcinosis 1n- 
creased over several months, then reached 
a peak, and leveled off. 

Of the 17 children with calcinosis, only 
| has died. Death due to uremia occurred 
in a child whose lupus erythematous (L. E.) 
This 


was reported recently by Christianson and 


clot test gave positive results. case 
co-authors.” Of the remaining 16 children 
with calcinosis, the disease was considered 
but 1. As a 


incapacitated, al- 


inactive in all group, these 


patients were severely 


though a few of them were attending 
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Figure 2 i 


Fig. 1—Extensive calcification in the soft tissues 
of the buttocks as a sequela of dermatomyositis. 
Fig. 2.—Evidence of extensive calcinosis in the 


proximal muscles of pelvic girdle as a result of 


dermatomvositis 


school. Only one patient, whose condition 
was followed for five years, was near nor- 
mal in physical activity. 

Of 14 children without calcinosis, 7 have 
died. The average duration of the disease 
before death was 16 months, with a range 
of 6 to 28 months. Of the surviving seven 
children without calcinosis, the disease was 
active in two and the 


considered course 


was downhill. One patient had recovered 
almost completely and was engaging in his 
usual routine after two years. [our pa- 
tients had moderate degrees of restriction, 
of physical activity, but none were bed- 
ridden. 

In Adults—Of the &/ 
dermatomyositis, there were 26 (16 women 
Of the 


61 surviving patients, 12 (20%) had calci- 


adults having 


and 10 men), or 30%, who died. 


nosis. In 8 of the 12, calcinosis was exten- 
sive. The average duration of the disease 
at the time of diagnosis of calcinosis was 
3.8 years, with a median of 2.5 years and 
a range of 6 months to 8 years. 

The sites of pathologic calcification were 
centered primarily near the shoulder .and 
pelvic girdles, but this was not so clearly 
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evident as in the children. Considerable 
calcification of soft tissue occasionally was 
found scattered in almost any of the skeletal 
muscles but especially near the elbows and 
knees. In three patients episodes of ulcera- 
tion occurred with discharge of calcium 
crystals, but usually these were not so 
severe as those in children. 

None of the 12 adults with calcinosis 
have died to the time of this writing. The 
disease was considered inactive in 11; how- 
ever, all were severely incapacitated, and 
3 were bedridden. 

Of the 75 adult patients without calci- 


-/ nosis, 26 have died. In four patients, the 


cause of death was not related to the dis- 
ease. The average time of death after onset 
of the disease was two years, with a median 
of one and one-half years and a range of 
three months to six years. A fourth of the 
deaths occurred in the first year of the 
disease. The average age at death was 48 
years, with a median of 52 years and a 
range of 23 to 64 years. The principal 
causes of death were intercurrent infection, 
respiratory failure, and myocarditis. 


Comment 


In our series of patients with dermato- 
myositis, calcinosis usually occurred, cen- 
tered mainly in the muscles of maximal 
involvement, that is, those of the shoulder 
and pelvic girdle. Smaller amounts of soft- 
tissue calcification were observed scattered 
in the more peripheral muscles, particularly 
near the elbows and knees. Calcinosis was 
seen in 74% of children and 20% of adults 
who survived the active phase of the dis- 
ease. These figures are considerably greater 
than those in previously reported series and 
can be accounted for by the fact that pa- 
tients whose condition was not followed for 
at least one year were eliminated from our 
study. The diagnosis of calcinosis was usu- 
ally made on an average of two years and 
seven, months after onset of symptoms in 
children and three yeais.and ten months in 
adults. 

Of the entire group of 29 children and 
adults with calcinosis, all but 3 were fe- 


_ Muller et al. 


males. These three males were prepubertal. 
This greatly increased incidence of calci- 
nosis in females was similarly observed in 
patients with scleroderma ® and would seem 
to indicate hormonal differences in initiat- 
ing calcification of soft tissue, such as is 
known to occur in the avian egg-laying 
cycle. We did not detect any sexual differ- 
ence in relation to severity of the disease 
or to prognosis. 

In several patients, the amount of calcium 
increased steadily, usually over several 
months; thereafter no apparent increase 
occurred. Episodes of ulceration with ex- 
trusion of calcified debris occurred period- 
ically in several instances, particularly in 
children. Ulcerations were frequently asso- 
ciated with cellulitis and a severe systemic 
reaction. This definite reaction pattern is 
probably due to the large amounts of cal- 
cium deposited in the muscles and the 
consequent association with much necrosis. 
These episodes of extrusion of calcified 
debris occasionally were confused with ex- 
acerbations of the disease. Healing usually 
occurred spontaneously, but surgical re- 
moval of the calcified debris was sometimes 
necessary. In only one patient was the de- 
gree of calcinosis seen to decrease signifi- 
cantly after such episodes. 

In the entire group of 29 patients having 
calcinosis (17 children and 12 adults), only 
| patient, a child, died. Of the 89 patients 
without calcinosis (75 adults and 14 chil- 
dren), 33 died (37%). This suggests that 
the occurrence of calcinosis is a good prog- 
nostic sign of survival. Even so, the 
patients with calcinosis frequently were 
more severely incapacitated than those pa- 
tients who survived but in whom calcinosis 
did not develop. This could mean that in 
most seriously ill patients death occurs or 
extensive calcification develops in the soft 
tissues. Calcinosis does not develop among 
those who are less seriously affected and 
who have less severe disabilities. Of 11 
adults who recovered completely, none had 
calcinosis. In two patients who had severe 
involvement of the proximal muscles of 
the pelvis and relatively little in the shoul- 
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der muscles, calcinosis developed only in 
the buttocks and thighs. It would appear 
that the development of calcinosis is de- 
pendent on severe destruction of muscles. 
It should be emphasized that in the acute 
phase of the disease it 1s impossible to pre- 
dict the course of the disease or the final 
extent of muscle involvement. 

The incidence of malignant disease in our 
patients with dermatomyositis has been re- 
ported elsewhere.” We have not observed 
a case with associated malignant disease in 
childhood. 

A comparison of dermatomyositis in chil- 
dren and adults reveals numerous similari- 
ties. There are, however, a few differences 
in the manifestations of this disease in the 
two age groups. Dermatomyositis may be a 
fulminating and rapidly fatal disease or it 
may run a more prolonged course of years. 
In our group the average interval between 
the onset of symptoms and death was Le 
years in children and 2 years in adults. 
Although the mortality rates were similar 
in both groups (26% and 30%), the chil- 
dren escaped crippling and incapacitating 
muscular damage (only 2 of 23 surviving 
children) much less frequently than the 
adults. On the other hand, approximately 
a fourth of the surviving adults regained 
normal muscle strength; the remainder gen- 
erally suffered less permanent incapacitation 
than the children. The increased incidence 
of calcinosis in children can be interpreted 
as owing to a greater proportionate degree 
of muscle destruction or to an increased 
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tendency to calcification in the years of 
active growth. 

In our patients, Raynaud's phenomenon 
was not observed in children but occurred 
in approximately 10% of adult patients. 
Sclerosis of the skin, simulating  sclero- 
derma, was observed in approximately a 
fourth of the adult patients but in none of 
the children. No correlation of sclerosis 
with prognosis could be detected. Most 
commonly the sclerosis was similar to that 
seen in acrosclerosis, but it was not always 
associated with vasospastic phenomena. 
The presence of severe primary myositis 
confirmed by tests which showed positive 
evidence of elevated values for 
transaminase by electromyography and by 
biopsy, distinguished our patients from pa- 
tients having systemic forms of sclero- 


serum 


derma. In our series of 230 patients with 
acrosclerosis recently reported,® none had 
significant myositis and all lacked the clin- 
ical and laboratory signs of dermatomyo- 
sitis. We submit that occasionally it may 
be impossible to differentiate dermatomyo- 
sitis and acrosclerosis. In these patients, 
careful interpretation and correlation of the 
clinical and laboratory features will usually 
resolve the difficulty in time. 

From our reviews of calcinosis in derma- 
tomyositis and scleroderma, we have ob- 
served several differences in the pattern 
of occurrence of calcinosis in these two 
diseases. These differences are summarized. 


in Table 2. 


TABLE 2.—Comparison of Calcinosis in Dermatomyositis and in Scleroderma 





—$— $ $< ————————————————— oo ov 


Dermatomyositis Scleroderma 

Incidence Both children & adults but especially children Only adults 

Distribution Centered mainly in proximal muscles of shoulder Usually in upper extremity, particularly hands 
& pelvic girdles 

Amount Usually large; commonly calcinosis universalis Usually small to moderate; rarely calcinosis univer- 

i salis 

Diagnosis Usually 2 or 3 yr. after onset of disease Usually in 11th yr. of disease 

Course Frequent, severely disabling episodes of ulceration, Frequent episodes of ulceration, most commonly in 
usually in buttock & thigh hands; usually not as incapacitating as in dermato- 

myositis 

Prognosis Very good for survival but poor for functional recov- Indicates chronicity; functional impairment usually 

ery not great 


pc a Ő 
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Summary 


The records of 118 patients with derma- 
tomyositis, seen at the Mayo Clinic from 
1945 to 1955, were reviewed in an effort 
to determine the significance of calcinosis 
in dermatomyositis and to contrast its pat- 
tern of occurrence to that in scleroderma. 
In addition, the course, prognosis, and 
survival of patients with dermatomyositis 
were studied in view of the development of 
calcinosis. From this review, we have made 
the following observations : 

1. Calcinosis commonly occurs in derma- 


‘ gtomyositis, and its development can be 


anticipated in most children who survive. 

2. Calcinosis is usually seen centered in 
the proximal muscles of the shoulder and 
pelvic girdles; calcinosis universalis is a 
common sequela. 

3. Calcinosis is usually diagnosed two 
or three years after onset of dermatomyo- 
sitis. It signals a greatly improved prog- 
nosis for survival but a poor outlook for 
functional recovery. 

4. Recurrent episodes of ulceration are 
a frequent manifestation of calcinosis in 
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dermatomyositis and occur most commonly 
in the buttocks and the thighs. 

5. The pattern, course, and associated 
prognosis of calcinosis in dermatomyositis 
differ distinctly from those of calcinosis in 
scleroderma. 


Mayo Clinic. 
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Cat-Scratch Disease 
A Selective Review 


RUTH R. RAUSCHKOLB, M.D., Cleveland 


History 


In 1932, alert to the repeatedly recurring 
history of cat scratch in patients whose 
clinical diagnosis of tularemia could not 
be confirmed by specific agglutination, Lee 
Foshay, a microbiologist of Cincinnati, 
sorted out a group of cases and called them 
cat-scratch fever. Robert Debré, a French 
pediatrician, at about the same time was 
seeing, now and then, a case which was to 
prove to be this same ulceroglandular dis- 
ease. The American and French investi- 
gators did not publish these observations, 
waiting to isolate the etiologic agent. In 
Greece, Petzetakis, in 1935, published a case 
of subacute monoadenitis he believed to be 
due to a lymphophilic virus and prepared 
and used antigen in its study. 

In 1945, Dr. Franklin Hanger, in New 
York, had the disease himself, and he and 
Rose prepared autogenous antigen which 
Foshay and later Debré used on their pa- 
tients, obtaining a positive intradermal re- 
action. Debré published his observations, 
in 1954, as cat-scratch disease.’ This was 
soon to be followed by a veritable rash of 
cases reported in France and the trenchant 
observations and investigations of Mollaret.” 

Greer and Keefer published the first case 
of cat-scratch disease in the United States, 
in 1951, a proved case in a 36-year-old man 
with cat contact, suppurative cervical glands, 
ephemeral papulovesicular eruption on the 
arms, and erythema nodosum on the right 
leg.” Hundreds of cases have since been 
reported. Daniels and MacMurray, of 
Washington, D. C., have kept the entity in 
focus for the American profession by their 
several excellent studies. 
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Definition 


In its commonest form this variable dis- 
ease of probable virus etiology associates 
a cutaneous lesion of inoculation, regional 
adenitis, varying degrees of enS OEN 


. . . . el 
symptoms, including skin eruptions, and a 


history of cat contact, usually cat scratch. 
This clinical entity must be considered in 
the differential diagnosis of any regional 
adenitis and can be separated by a specific 
intradermal test. 


Etiology 

Although cat-scratch disease is certainly 
of an infectious nature, the causative path- 
far has not been identified. It 
apparently is not a highly infectious dis- 
ease. It is believed the etiologic agent is a 
ubiquitous filterable virus, having a natural 
reservoir in animal or vegetable life and 


ogen so 


capable of penetrating every cutaneous or 
mucosal erosion. On the basis of skin test- 
ing, with use of different sources of antigen, 
three strains of viruses have been postu- 
lated.* Debré and Armstrong have chal- 
lenged complacent acceptance that the 
infectious agent belongs to the psittacosis . 
lymphogranuloma group of viruses because 
of morphologic differences and the inability 
to grow this virus on chick embryo and 
tissue culture in vitro. 

A striking fact in patients with 
scratch disease is the frequency of cat con- 
tact. Yet it has been known almost from 
the beginning that other dermal inoculation, 
animate or inanimate, without known cat 
contact may produce the disease. Mollaret, 
analyzing a series of 43 cases in 1950, 
found evident cat contact in only 50% and 
warned against considering the cat essenfial 
for autonomy of the disease. 


cat- 
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Such high incidence of nonfeline trans- 
mission has not been reported in ensuing 
years. Daniels and MacMurray,’ studying 
a series of 160 cases, established cat contact 
in 92%. Debré! compiled 390 cases and 
found cat contact in 83%. In family epi- 
demics, about a score of which have been 
described, a cat has always been found in 
the household. 

Present evidence suggests the cat trans- 
mits this nonbacterial regional lymphade- 
nitis only mechanically. Its transmitting 
capacity seems short, not more than several 
days or weeks. The cats are always healthy 


«ff and usually young and playful. Extensive 


studies show they themselves do not have 
the disease and have no immunologic re- 
sponse to it. 

Stool filtrates do not produce the disease. 
Causative viruses have been unobtainable 
from the saliva, claws, or coat. The natural 
prey of cats, birds and rodents, have been 
suspected as the source of the virus, but 
no such disease has been found in them. 

Many patients have had the disease with 
no known route of inoculation, and many 
have been scratched or bitten by a cat with- 
out acquiring the disease. 

The disease is practically unknown to 
veterinarians, and yet it may represent an 
occupational hazard to them. Of a group 
of 28 veterinarians from two localities in 
California where several active cases of 
cat-scratch disease had been seen, 7 gave a 
positive intradermal reaction to the specific 
antigen. Only one was thought to have 
active cat-scratch disease. The survey was 
brought to an abrupt halt by the severe and 
persisting intradermal reactions encountered 
in four of the seven, suggesting an unusual 
degree of hypersensitivity due to constant 
contact or sporadic but continued contact 
with the etiologic agent of the disease. 


Symptoms 


A. Lesion of Inoculation.—In most cases 
the disease is contracted by cutaneous in- 
oculation, though instances by way of the 
conjunctival, pharyngeal, and intestinal 
mucosa have been reported. 
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The primary lesion of inoculation may be 
absent or so inconspicuous it is readily over- 
looked. If present, as it is in 50% of the 
cases, its clinical features are not diagnostic. 
Its location at the site of previous injury 
and its sluggishness in healing are its chief 
characteristics. It does not bring the pa- 
tient to the doctor. 

Three to seven days after inoculation a 
little wound, usually on an unclothed area, 
a little papule with a red halo, an inflamed 
scratch, or a small ulcer may appear. Mul- 
tiple primaries are sometimes seen. The site 
of inoculation may appear d’emblée or sev- 
eral days later, surmounting a papule. It 
may present as a paronychia. The patient 
often knows nothing of the inoculation or 
thinks it trivial. It may become manifest 
only when the regional nodes enlarge. Oc- 
casionally a remarkable focal reaction oc- 
curs in the inoculation lesion when a 
positive skin test is obtained.? 

B. Regional Adenitis—Usually within 
18-30 days after inoculation regional adeni- 
tis ensues. The longest time interval from 
inoculation to development of adenopathy 
has been reported as 62 days. Recognition 
of the enlarged node is by sight rather than 
by pain. Particularly is this so in children. 
Lymphadenopathy is a constant feature of 
cat-scratch disease and at times comprises 
the whole of the disease. It may assume 
a variety of forms, simulating most of the 
diseases of the lymphatic nodes. When the 
inoculation is on the extremities the nodes 
are unilaterally involved; when on the face 
and neck they may be bilateral. Enlarged 
nodes may be found in unusual locations. 

The regional adenitis may attain striking 
size, seemingly disproportionate to the com- 
paratively insignificant primary, and subside 
spontaneously. Lymphangitis does not occur. 

Absence of fluctuation does not always 
indicate free pus is not present. Often in 
the center of a node that seems to be firm 
one or several pockets of pus may be dis- 
covered. About half of the cases suppurate, 
with the formation of yellowish green 
creamy material, which is invariably ami- 
crobic. Frequently the node nearest tHe 
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primary lesion is small and less likely to 
undergo suppuration than the more central 
regional node. Generalized lymphadenop- 
athy, once considered never to occur in this 
disease, need not deter one from making the 
diagnosis. The axillary nodes are most 
commonly involved; those about the head 
and neck, next most frequently. The epi- 
trochlears are much less often involved and 
never without the axillaries. 

Usually at operation “the node” turns 
out to be a mass of nodes, a principal node, 
walnut-sized or larger, surrounded by two 
to four smaller nodes with loose periade- 
nitis. When the principal node suppurates 
it is often reduced to a thin fibrous shell 
around a large pocket of pus. On cut sec- 
tion the opaque gray-to-light-yellow foci 
forecast the granulomatosis. 

C. Systemic Symptoms.—tTever, malaise, 
headache, anorexia, and nausea are usually 
slight and do not exceed two weeks in the 
majority of cases. Three-fourths of the 
patients have fever, usually moderate and 
of few days’ duration. The symptoms of 
febrile infection may be marked, however, 
and more or less prolonged. They appear 
after and not before the adenopathy, which 
is sometimes silent. Absence of fever usu- 
ally means absence of suppuration, but the 
patients with fever are about evenly divided 
between those with suppuration and those 
without. 


Forms of Disease 


As experience accumulates, variants of 
the clinical form are being encountered. 
Inapparent and symptom-free forms cer- 
tainly occur. It is possible to acquire spe- 
cific allergy and doubtless immunity without 
clinically apparent disease. 

A. Eruptive Form.—The appearance of 
an eruption in 7%-10% of the cases poses 
another diagnostic problem. An exanthem 
of erythema multiforme type may appear at 
the onset of the fever while the adenopathy 
is progressing. It usually disappears within 
48 hours, although on occasions it has been 
observed to wax and wane through the 


entire illness, even of weeks’ duration. 
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Scarletiniform, morbilliform, pleomorphic, 
maculopapular, and even 
eruptions occur. Erythema nodosum has 
been seen often enough to necessitate con- 
sideration of cat-scratch disease in difficult 
problems of that 
Fever, joint pain, and typical erythema 
nodosum and erythema marginatum have 
the diagnosis of 
rheumatic fever in some cases. The patho- 


papulovesicular 


etiologic dermatosis. 


occasioned provisional 
genic problem in these eruptive forms is 
certainly not resolved. 
attribute the cutaneous 


While one might 
manifestations to 
the virus of cat-scratch disease locating in 


the skin, it seems more likely to be on an Ne 


allergic basis, relating the eruption to reac- 
of the inoculation when adenitis 
develops or the intradermal reaction be- 
comes positive. 

Herpes zoster has been reported in cat- 
scratch disease. Zoster frequently accom- 
panies lymph node disease. 

Thrombocytopenic purpura in a case of 
cat-scratch disease required splenectomy 
for its considered management. An intra- 
dermal test with the specific antigen two 
weeks later was positive. It was followed 
72 hours later by a short episode of purpura, 
which may have been an allergic response.® 

B. Ectopic and Complicated Forms.— 
Buccopharyngeal, osteolytic, thoracic, pseu- 
dovenereal, mesenteric, and ocular forms 
are reported. 

The buccopharyngeal form has an acute 
onset, with fever and symptoms as of banal 
angina. The subsequent appearance of one 
or several suppurating cervical nodes or 
lateral pharyngeal abscess must always make 
one consider cat-scratch disease in differen- 
tial diagnosis. 

Daniels reported granulomatous osteo- 
myelitis of a digit, directly associated with 
cat bite, but the patient had a negative 
intradermal test to a supposedly potent 
antigen. 

Adams reported a radiolucent lesion re- 
sembling eosinophilic granuloma in the right 
ilium in a small boy whose right hip pain 
followed by some three weeks the onset of 
cervical lymphadenopathy. The node at- 
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tained the size of a hen’s egg. It was in- 
cised and drained. Biopsy and culture of 
the bone lesion were reported as granu- 
lomatous inflammation compatible with a 
variety of diseases, including cat-scratch 
disease. The specific intradermal test was 
positive. The bone lesion was completely 
healed nine months later.® 

Thoracic forms are rare. They may pre- 
sent with mediastinal masses, suggesting 
Hodgkin’s disease or atypical pneumonia. 

Duperrat coined the name “pseudovene- 
real form” for cat-scratch disease adenitis 
whose conjugal character and inguinal loca- 


agf tion led to the mistaken diagnosis of lym- 


phogranuloma venereum.!° 

The actual frequency of the mesenteric 
form, as yet rare, may perhaps not be ap- 
preciated. Acute mesenteric adenitis is fre- 
quently encountered by pediatric surgeons 
and goes unexplained for the most part if 
there is no appendicitis, concomitant angina, 
or tuberculosis. Wegmann, Usteri, and 
Hedinger reported three cases, all posing 
the differential diagnosis of acute appen- 
dicitis. All were operated on. All three 
had normal appendices with mesenteric 
adenitis. All had frequent cat contact. The 
specific intradermal test was strongly pos- 
itive in each case, and the histopathology 
of the extirpated mesenteric nodes showed 
the granulomatous change consistent with 
cat-scratch disease.‘ 

It now seems apparent the syndrome of 
unilateral conjunctivitis and homolateral 


auricular node enlargement, described by 


Parinaud, in 1889, as infectious conjuncti- 
vitis of animal origin, was actually cat- 
scratch disease. This lays the ghost of 
tularemia and many alleged causes of Pari- 
naud’s syndrome, but it does not clear up 
the relation of Leptothrix to the condition. 

Neurologic forms of cat-scratch disease 
are among the most esoteric of ectopic 
forms.'* Symptoms of neurologic forms are 
most commonly those of acute encephalitis, 
with abrupt onset and local or generalized 
convulsions. Encephalomyelitis, myelitis, and 
radiculitis have been reported. The usual 
criteria for diagnosis are otherwise unex- 
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plained encephalopathic symptoms develop- 
ing within six weeks of the appearance of 
the adenopathy. Fifty per cent of these 
cases have shown the encephalopathy in 
the second week. The spinal fluids of 4 of 
the 14 cases reported to date showed pleocy- 
tosis, with borderline increase in spinal fluid 
protein. To diagnose central nervous system 
cat-scratch disease one must be able to cor- 
relate regional adenitis, the precocious ap- 
pearance of encephalopathic symptoms, and 
a positive specific intradermal test. Again 
the question of actual invasion of the ner- 
vous system by the virus or allergic re- 
action is posed. The evolution of this form 
has been usually benign, but two deaths have 
been reported. 


Diagnosis 


The axillary and epitrochlear forms re- 
semble ulceroglandular tularemia, the 
femoroinguinal lymphogranuloma venereum, 
while the cervical form suggests tuberculous 
adenitis, Hodgkin’s disease, lymphoma, or 
pyogemic adenitis. In cases with polyadenitis, 
infectious mononucleosis, brucellosis, and 
sarcoidosis must be considered. 

Criteria usually applied to etiologic diag- 
nosis can not be used in cat-scratch disease 
because we lack a method of isolation and 
identification of the organism, a serologic 
test whereby an increase in antibodies in the 
patient’s serum might be demonstrated dur- 
ing the course of the illness under study, 
and pathognomonic pathologic findings. 

A, Complement-Fixation Test—There is 
no useful serologic test. Complement-fixa- 
tion studies with Lygranum C. F. (chick- 
embryo antigen) as antigen seem to bear 
only a fortuitous or spurious relation to 
cat-scratch disease. Some of these patients 
may show low-titer antibodies to Lygranum. 
The proposition that this test is of some 
diagnostic significance in cat-scratch disease 
and indicates the virus has characteristics re- 
lating it to the lymphogranuloma psittacosis 
group has been refuted by Armstrong.’ 
Lygranum reacts with complement-fixation 
antibodies from a number of different dis- 
eases, attack by any one of which could 
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logically explain the presence of antibodies 
and readily account for the increased evi- 
dence in older groups, which actually occurs. 

B. Intradermal Test.—A specific antigen 
has been developed for an intradermal test, 
similar in preparation, performance, and 
interpretation to the Frei test. The antigen 
is best prepared from pus aspirated from 
the affected nodes. Antigen prepared from 
macerated necrotic nodes removed at opera- 
tion is efficient but not as reliable. There 
is no commercial source of antigen at pres- 
ent. Obviously each antigen must be tested 
on known reactors and healthy controls, 
prior to relying on it for diagnostic use. 

A positive intradermal reaction of de- 
layed tuberculin type appears in those sick 
with cat-scratch disease, convalescent, or 
cured. The intensity of the reaction varies 
in individual cases. The test is comparable 
to the tuberculin test and must be evaluated 
in terms of the clinical condition of the 
patient. Warwick ™ has successfully trans- 
ferred this delayed type skin hypersensitiv- 
ity to cat-scratch disease with circulating 
leukocytes from patients convalescent from 
the disease and with strongly positive intra- 
reaction to three consecutive re- 
cipients. Attempts with plasma under 
identical circumstances were unsuccessful. 

The skin test has a high degree of 
specificity. No falsely positive reactions have 
been reported. Weak and negative reactions 
have been observed in cat-scratch disease. 
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Experience suggests a negative test with a 
single antigen does not eliminate the pos- 
sibility of the disease. A polyvalent antigen 
may be the answer, or other infectious 
agents, as yet undescribed, may present 
an identical clinical situation. Sometimes 
a positive intradermal reaction provokes a 
focal reaction in the inoculation site, a re- 
vivescence. An increase in the volume of 
the adenopathy or a general reaction, even 
with exacerbation or reappearance of an 
eruption, may occur. 

According to Mollaret’s ? human experi- 
ments the time required to develop a pos- 
itive intradermal reaction is approximately 
a month. The ability of a patient who has 
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had the disease to react positively to the 
specific antigen may persist indefinitely. 
Many diagnoses have been made in retro- 
spect. The protean nature of the disease 
often leads to confusion in diagnosis, and so 
the clinician commonly requests a wide 
variety of laboratory tests. All other bio- 
logical examinations give only presumptive 
evidence of the disease, which is identified 
with certainty only by the specific skin test. 

For unquestionable diagnosis it is indis- 
pensable to demonstrate both cutaneous al- 
lergy and adenitis, for the allergy persists 
at least several years and in the absence of 
adenitis a positive skin test does not permit 
one to affirm a recent character of the 
inoculation. 

C. Histopathology. — Pathologically the 
process is a granulomatous lymphadenitis 
with abscess formation. Node biopsy has 
great value of orientation, but the histo- 
pathology is not pathognomonic for the 
disease. The differential diagnosis micro- 
scopically concerns itself with other gland 
granulomas, such as tuberculosis, Hodgkin's 
disease, lymphogranuloma venereum, and 
tularemia and not with reticuloses. 

The disease starts in the cortex with 
hyperplasia of the reticuloendothelial cells. 
The process may stop at this stage and heal 
with fibrosis. Usually the hyperplasia is 
succeeded by a granuloma whose most typ- 
ical foci are arranged in concentric zones, 
from without inward, sclerosing bands en- 
closing a lymphoplasmocytic ring, a zone of 
palisaded epithelioid cells where giant cells 
of the Langhans and foreign-body types 
may be found, and finally, in the center, the 
necrotic acidophilic mass seeded with chro- 
matin debris and secondarily infiltrated with 
more or less numerous polymorphonuclear 
leukocytes.! As the process develops, the 
shapes of the larger lesions become irregular 
and angular, very similar to the stellate 
abscesses of lymphogranuloma venereum. 
Ultimately the normal orderly architecture 
of the lymph node is replaced by confluence 
of the necrotic foci. 

The basophilic granulocorpuscles Mollaret 
described in the reticular cells stained with 
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Giemsa and interpreted by him as visible 
forms of the virus and diagnostic in cat- 
scratch disease are considered by Winship 
as nonspecific, as he has found them in a 
wide variety of diseased lymph nodes.!® 

Biopsy of the primary lesion has shown 
a subacute inflammatory granuloma similar 
to that of the lymph node with the same 
reticular hyperplasia. 


Status and Distribution 


The Committee on Standard Nomencla- 
ture of Diseases and Operations accepts the 
disease as “nonbacterial regional lymphad- 
enitis (cat-scratch fever).” In American 
literature cat-scratch disease is the termi- 
nology generally used. Arbitrarily it may 
be said this postulates cat contact, which 
is not obligatory; yet the name has served 
well to track down the disease. Benign 
inoculation lymphoreticulosis predicts histo- 
pathologic examination which is not always 
at hand, and reticulosis is somewhat un- 
usually used in this situation. 

Cat-scratch disease is found throughout 
the world, in all climates, in all seasons, 
among all races, in town and country. The 
disease occurs predominantly in persons 
under 20 years of age. Cases have been 
reported in patients from 18 months to 72 
years old. There is no sex preference, 
although the majority of cases in adults 
past 40 have been women. Among recent 
nosographic entities this disease appears 
fairly common and is likely more frequent 
than the hundreds of cases so far described, 
for its clinical manifestations are exceed- 
ingly variable. 


Experimental Studies 


Extensive experimental studies have been 
conducted, particularly by Mollaret, Debré, 
and Armstrong.’*!% Mollaret was finally 
able to transmit the disease to one of four 
human volunteers, and that after the fourth 
inoculation. He has successfully inoculated 
Old World monkeys. Lymph node swelling 
preceded the inoculation lesion. He believes 
the virulence of the virus disappears with 
suppuration and the necrosis observed 
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should be interpreted as a secondary reac- 
tion related to the establishment of the al- 
lergic state and not to the multiplication of 
the virus in situ. 


Debré was able to induce cutaneous le- 
sions without adenopathy, transmissible for 
six successive passages, by inoculating 
crushed lymph node in rodents treated with 
cortisone before and after inoculation. Anti- 
gen made from the resulting inoculation 
lesions did not provoke a positive intra- 
dermal reaction in known cat-scratch-disease 
patients. The cutaneous papule could not 
be produced with the supernatant fluid of 
the lymph node emulsion, and so it may not 
have been a specific lesion inoculation, 


Treatment 


It is difficult to evaluate treatment in a 
self-limited disease of usually benign course. 
Spontaneous and complete recovery is the 
rule, although weeks or months may be 
required. Chronic forms of the disease are 
described. Duration of over two years is 
remarkable. No cases of second attack have 
been reported. No patients have shown 
sequelae after subsidence of signs and symp- 
toms, although fibrosis may cause indefinite 
persistence of the involved nodes. 


Puncture of the node permits the re- 
moval of pus and has a therapeutic as well 
as diagnostic use. Surgical removal of the 
buboes may be most gratifying, but the 
criteria for operation should be strict, as 
the disease is self-limited and the prime 
object of surgical intervention is to abort 
a potentially prolonged illness, with mini- 
mum risk to the patient. Total excision is 
preferable to drainage, as the tissue is 
bacteriologically sterile. Margileth | believes 
surgical excision of a primary ocular lesion 
appears to shorten the course of the disease. 

Antibiotics are ineffectual in comparison 
with surgical treatment. Penicillin, strepto- 
mycin, and sulfonamide drugs are without 
benefit. Some believe broad-spectrum anti- 
biotics materially shorten the disease. They 
should be used in prolonged disease and all 
ectopic and complicated forms. 
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Summary 


In its typical form cat-scratch disease 
associates a cutaneous lesion of inoculation, 
regional adenitis, and systemic manifesta- 
tions of fever, malaise, generalized aching, 
and anorexia. 

Among the variants of the common form 
of the disease eruptive forms are not rare. 
The eruption is always contemporary with 
the active state of the adenitis and may 
be generalized or localized. Where the 
regional adenitis involves the inguinal nodes 
differentiation must be made between the 
pseudovenereal form of cat-scratch disease 
and lymphogranuloma venereum. Derma- 
tologists need to include consideration of cat- 
scratch disease in their thinking. They will 
more likely see these patients as consultants, 
since the family physician, pediatrician, or 
surgeon has usually been approached first 
by the patient with his presenting symptoms. 


Republic Building (15). 
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A Note on Postinflammatory Hair Darkening 


WILLIAM B. BEAN, M.D., lowa City 


There is a growing illusion that scien- 
tific medicine can be advanced only by basic 
work in a laboratory. If that were true there 
would be no place for a clinical note or case 
report. On the other hand, problems which 
arise in a chemical labortory often have no 
connection with clinical medicine, or a con- 
nection may be perceived or emphasized 
only by those familiar with clinical medicine. 
The logical sequence is to go to the labora- 
tory with questions arising from the prob- 
lems presented by one or more patients. A 
virtue of the best of scientific medicine to- 
day is the easy mobility with which a person 
with ideas can move from the ward or office, 
where he sees a clinical puzzle, into the 
laboratory, where he may find tentative 
solutions or explanations. Then he goes 
back to the patient to see if his new ideas 
and formulations work. Medical 
must keep moving along a two-way street, 
not just in one direction. This is done most 
effectively when one person is skilled in 
several lines of endeavor. He can make the 
clinical observations, study the basic aspects 
of the problem, and then apply his results in 
a continuing clinical trail. He goes back and 
forth for other tests as new ideas occur or 


science 


as results alter interpretations. Today this 


is done oftenest by several workers. It is 
a team or task force approach. This is very 
effective, too, as long as one prima donna 
does not usurp too much of the glory or 
employ slave labor to do his work. 

A major reason for publishing a case re- 
port is that it may illustrate a general theme 
or direct the attention of clinicians into 
sharper focus on what they may believe 
they have known all along but usually are 
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only vaguely aware of. An example of the 
medical devant vu is seen in the phenomenon 
of liver palms, the palmar erythema com- 
mon in cirrhosis, which older clinicians 
claim to have known all along. In fact it was 
described as a fairly common clinical sign 
for the first time in 194215 by three 
workers independently. Still another reason 
is the utility of taking a cold, hard look at 
“what everyone knows” or “what is com- 
mon knowledge,” for in such lore slumbers 
many an error and many an antique heresy. 


For such reasons, I report an example of 
the change in the color of the hair of two 
areas in my scalp, which occurred after each 
had been the site of a carbuncle. The areas 
were on the back of the head and neck. 
Members of my family noticed the darker 
hair. Since being aware of the changes I 
have studied the back of my head, be- 
coming adept in the use of two mirrors, a 
skill long established in the hair-doing and 
hat-fixing of milady. After a period of less 
than a year the hair has gradually lost its 
new dark color and the spots can no longer 
be identified. 


Report of a Case 


The subject was 47 years old, a professor of 
medicine, on vacation on the Atlantic seaboard, in 
North Carolina, in June, 1957, when a carbuncle 
developed in the hairy region of the scalp above the 
left mastoid process. This was treated by the an- 
cient conservative instincts of an internist, by fre- 
quent sunbathings interspersed with much salt 
water applied by swimming in the surf many times 
a day. Since the lesion was not noted by others 
at the beach, there arose no complaint of contami- 
nating the ocean. Under the influence of nature 
and this unorthodox regimen, without benefit of 
surgery or drugs, the carbuncle spontaneously op- 
ened, drained, and rapidly healed. Early in July, 
in Iowa City, another of these miserable infections 
appeared, this one just above the hair line, 3 cm. 
above the level of the collar, in the midline and 
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squarely in the center of a fairly conspicuous, elon- 
gated nape nevus. Though the neck was uncom- 
fortable, the carbuncle did not interfere with my 
playing tennis. It was not possible to avoid the 
eager leers of my surgical brethren, but while they 
whetted their collective scalpels, arguing as to who 
should have this choice morsel to excavate and 
destroy, I spemt a couple of days using frequent 
hot wet dressings. To the massive and frustrated 
consternation ef my surgical colleagues, the car- 
itself 
taneously. The amazed surgeons got in only a few 


buncle calmed down and evacuated spon- 
strokes of mild probing. No antibiotics and no 
knives were used. Nothing like diabetes or other 
systemic evil was discovered. Thus I served as a 
‘ontrol in the carbuncle series. 

The story might have ended here, but it is the 
sequel which provides the theme of this note. About 
October or perhaps November, when the holes were 
well filled and healing long since complete, hair at 
the sites of the carbuncle was seen to have become 
lark brown, almost black. My hair was very blond 
as a child and sandy in youth, but as early as my 
25th year strands of gray appeared. | had esti- 
mated that currently | was about 75% gray, but, 
by actual count from several samples my barber 
clipped for me, I have found 53% is gray and 


47% is still a sandy brown color. Hair from the 


Posterior aspect of the head, showing the area 
of darkened hair in the lower region of the mastoid 
process on the left and the dark central portion in 
the midline. 
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mastoid region where the carbuncle had inflamed 
the scalp was only 12% gray and 88% very dark, 
almost black (Figure). It was strikingly different 
from the adjacent hair not only in the reduced pro- 
portion of gray hairs but also in the darker color 
I counted 1,000 


hairs from the dark and from adjacent unaffected 


of all hairs which were not gray. 
areas. While the samples may not have been re- 
stricted exactly to affected and normal areas, the 
differences were so large as not to need any sta- 
tistical manipulation. The skin surrounding the 
site of the former crater of the extinct carbuncle 
on the neck is distinctly darker than adjacent skin, 
with some irregular mottling and a heavily tanned 
color. The skin of the scalp over the mastoid area 
is not darker than neighboring skin, but this region 
is well protected from sunlight by a fairly heavy 
growth of hair. 
July, 1958, the hair was slowly resuming its uni- 


A year aiter the carbuncles, in 


form color. Unless one looked very sharply no 
differences could be seen. By October, there was 
no trace of this dark patch. Samples of hair from 
the general region are about 50% gray and 50% 


brown. 
Comment 


The extensive studies of pigmentation of 
the skin and the many factors influencing 
hair growth and color are described with 
Rothman’s 


encyclopedic thoroughness in 


treatise.t A number of students of hair 
color in man and animals have made 
scholarly contributions to the subject, 


though I have not come upon any descrip- 
tion of such a change as I have had under 
observation. An excellent summary of the 
factors influencing skin color is found in 
Rothman’s concise but comprehensive dis- 
cussion of the mechanisms of postinflamma- 
tory hyperpigmentation, published in 1952.° 
The crux of the matter is that after in- 
flammation has subsided the skin has only 
about one-half as many SH groups as the 
adjacent normal skin; but whether the SH 
is used up in the process of increasing 
pigmentation or, being reduced by inflamma- 
tion, no longer inhibits pigmentation 1s not 
known. Inflammation shares with other 
noxious stimuli the capacity to increase the 
production of keratin and hair. There was 
no gross increase in rate of hair growth in 
the dark areas of my scalp. Rothman sug- 
gests that postinflammatory pigmentation 
may be related to the increased production of 
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keratin, such as follows irritating and mildly 
injurious stimuli in the horny-handed toiler. 
Keratinization is characterized by the 
formation of disulfide (-S-S-) bridges from 
the sulfhydryl groups of native proteins. 
Perhaps this same oxidation of sulfhydryl 
groups to disulfides is responsible for in- 
crease in pigment and keratin. 

Several correspondents ° have told me 
many fascinating things about skin and hair 
pigmentation: that the hair regrowing in 
alopecia areata may be without pigment, 
either temporarily or permanently; that the 
chronic biting or irritation of the skin or 
scalp by morons or idiots may result in 
darker, coarser, and more rapidly growing 
hair; that pressure on the shoulder in those 
who regularly carry burdens and still earn 
a living with their muscles may cause 
darkening of the skin. Tanning of the skin 
from the sun is a common social fetish of 
our time. The reticular pattern of increased 
pigment from local heat, fire, radiation, or 
hot pad is well known.!® Infections of 
various sorts may change hair color tem- 
porarily. Hair darkens with growth and 
aging in most fair-haired people before 
graying sets’ in. 

There is much evidence that in rats 
pantothenic acid may be needed to prevent 
the hair from graying, but this is not so in 
man. Kwashiorkor somehow reddens black 
hair, but whether primarily by protein 
deficiency or not I do not know. Similar 
reddening has been described in ulcerative 
colitis.’ I have seen two persons whose 
hair color changed from gray to its earlier 
light brown color during and after con- 
valescence, one from pellagra and the other 
from Wernicke’s syndrome, but this was 
not observed in the very large majority of 
patients.!? The whole problem of hair 
growth has been reviewed in a masterly 
monograph by Montagna." 

The recent studies of Fitzpatrick and as- 
sociates ™* may lead to a more nearly com- 
plete explanation of the phenomenon | 
have described than any work done up to 


Bean 


this time, but the mechanisms involved are 
just beginning to yield to the brilliant 
studies of enzyme chemists. 


Summary 


An example of the postinflammatory in- 
crease in pigmentation of the hair which 
followed the eruption and spontaneous 
healing of carbuncles is described. Newer 
researches may provide us with informa- 
tion about the probable mechanism. 


Department of Internal Medicine, University 


Hospitals, State University of Iowa, 
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Psychologic Aspects of Allergy 


HARRY L. ARNOLD JR., M.D., Honolulu, Hawaii 


For this is the great error of our day in the 

treatment of the body: that the physicians 

separate the soul from the body. 

Plato 

It may be said of the concept of allergy— 
as Alfred North Whitehead, the late great 
mathematician and philosopher, once said 
of Christianity—that it has been a calam- 
ity. The good it has done (and, like 
Christianity, it has done a great deal of 
good) is sadly counterbalanced by the stulti- 
fying effect it has had on the treatment of 
Because we have believed, as 
O'Leary said, we have stopped thinking, 
though it is to be feared that some of us 
who have disbelieved may have stopped 





disease. 


thinking too, as Lobitz recently so engag- 
ingly pointed out. 

Most doctors today are committed by our 
heritage from the microbiologic period in 
medicine to a belief, in general, in a single 
pathogenic mechanism for a single disease. 
None of us can remember the day—it was 
a century ago—when almost all reasonable 
physicians supposed that most diseases, 1f 
not all, had various causes in various pa- 
tients. Asthma, for example, in one patient 
was due to disturbed humors; in another, to 
another, to 
emotional stresses. Tuberculosis in this man 
was a result of malnutrition; in that one, of 
consumption; in a third, it was due to over- 
work, 

It was not so much the mysteriousness nor 
the invisibility of bacteria that made men 
initially reject Pasteur’s thesis of the obliga- 
tive bacterial etiology of infectious dis- 
eases; it was his “unreasonable” rejection 
of multiple or alternative causes they could 
not swallow. Claude Bernard, a great and 
thoughtful physician and physiologist, was 
one of Pasteur’s most outspoken opponents. 


congenital predisposition; in 
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It is related that as Pasteur lay dying his 
thoughts turned upon their long antagonism, 
and he suddenly exclaimed aloud (in 
French, naturally) “After all, Claude Ber- 
nard was right. The bacillus is nothing. 
The terrain is everything!’ It is this idea 
that led René Dubos, the renowned Rocke- 
feller Institute bacteriologist, to say not long 
ago in all seriousness that the longer he 
lived, the less he thought the tubercle bacil- 
lus had to do with causing tuberculosis. 
Some of you are already convinced, by 
natural perspicacity or personal experience, 
that emotional reactions may on occasion 
produce, without any apparent help, allergic 
disease. To those of you who are not I 
should like to say, as Oliver Cromwell once 
said to a hostile Parliament, “Gentlemen, 
I beseech you . . . believe that you may be 
wrong!” For, I believe, you may. 


May the Exception Reveal the Rule? 
W. Lloyd Aycock, a physician and epi- 


demiologist of distinction who graced Har- 
vard’s faculty until his death a few years 
ago, once remarked to me that the truth 
in epidemiology had not infrequently been 
revealed not by the usual occurrence but 


by the exceptional one. We are not accus- 


tomed to the revelation of truth in this 
unusual and paradoxical manner, and it 
therefore often escapes us when it is so 
revealed. 

People who get hives from eating certain 
foods or being given certain drugs or har- 
boring certain bacteria, to which they are 
then said to be “allergic,” are familiar to 
all; this is therefore widely regarded as the 
usual way and, therefore, the only way to 
get hives. From this line of thought we 
get the case of the young lady whose urti- 
caria recurred promptly after she boarded 


tl 


Yt 


ALLERGY—PSYCHOLOGIC ASPECTS 


the five o’clock bus at the end of each work- 
ing day and whose skin tests to materials 
gleaned from the bus’s construction and 
floor dust were persistently, disappointingly 
negative. One day she missed the bus, and 
her hives began, as usual, at five minutes 
past five, with the bus a mile away. What 
caused her hives? I don’t know the end 
of the story; but apparently she wasn’t 
allergic to the bus. 

I know a little more about another young 
woman, who consulted me some 15 years 
ago about her daily attacks of urticaria, 
which had plagued her for over a year. The 
wheals always appeared late in the after- 
noon and were gone by morning. The 
dissection of her memory, the anamnesis, 
was not helpful. 

My casual, cursory summary of the kinds 
of emotional problems which might (I 
thought, and still think) give rise to such 
reactions happened to include the fear of 
pregnancy, since I was still happily un- 
aware that she was no longer married. At 
the mention of this, she began to cry and 
disclosed the sad story that she had main- 
tained a liaison, since her husband’s death 
over a year before, with a young man whom 
she did not love, on the basis of friends’ 
insistence that interruption of her sex life 
would be harmful to her. 

I explained the facts of life to her, to 
her intense relief (and, no doubt, her para- 
mour’s intense dismay), and the hives 
promptly stopped. They returned two years 
later, apparently under the pressure of her 
inability to secure transfer to another office 
of the government bureau which employed 
her, where she could be near her fiance. The 
transfer went through, with some assistance 
from me, and the hives again promptly 
cleared. When she was last seen, 12 years 
later, they had not recurred. 

But the believers among you do not need 
such stories because you have a host of them 
yourselves, I am sure, and the skeptics 
among you will not be impressed by them. 
Such cases offer no proof, you will say, 
that allergic mechanisms were not involved 
too; and I would agree that they do not. I 
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would insist that the converse be acknowl- 
edged too, however: just because a patient 
usually or even always gets hives after eat- 
ing crabmeat, we should not conclude that 
no psychologic mechanism is involved. 
Babies may be made in Heaven, as well as 
in bed, and for all we know, sensitization 
may be determined in the hypothalamus as 
well as, or instead of, in the lymph nodes or 
the skin. 


Objective Evidence 


Charpy, of Marseilles, reported in 1953? 
that application of dinitrochlorbenzene to 
any portion of the afferent sensory nervous 
pathway of the guinea pig, from the skin 
right on up to the cerebral cortex, would 
induce immediate cutaneous eczematous 
contact type sensitivity. I have read no 
reports of any efforts to repeat Charpy’s 
experiments, but Polák ë reported in 1955 
that denervation did not inhibit sensitiza- 
tion, and Ramos, in Brazil, showed in the 
same year*® that skin rendered anesthetic 
by tuberculoid leprosy could still be sensi- 
tized by painting it with dinitrochlorbenzene. 
This admittedly casts serious doubt on the 
validity of Charpy’s results, but surely they 
are worth a little more investigation before 
being condemned as valueless. DeGracian- 
sky and associates in Paris have recently 
reported ® that the threshold of sensitivity 
of guinea pigs to dinitrochlorbenzene, which 
remained stable in 52% and rose slowly in 
44% of 25 control animals, fell to lower 
levels in 71% of 37 animals receiving caf- 
feine and dextro amphetamine (Dexedrine) 
and rose to higher levels in 82% of 26 ani- 
mals receiving chloral. 

Other bits and pieces of evidence of this 
objective sort have been brought to bear on 
the problem of the participation of the 
central nervous system in the pathogenesis 
of so-called allergic diseases. Kepecs and 
associates, in Chicago, reported in 19517 
the results of psychiatric studies of 20 cases 
of atopic dermatitis; they found most of 
them unduly dependent on their mother, yet 
hostile toward her, and troubled by major 
conflicts in their heterosexual feelings. 
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Obermayer ë carried out careful psycho- 
metric studies on 14 patients with neuro- 
dermatitis and found a marked tendency 
to bottle up aggressive impulses. No specifi- 
cally neurotic trends were observed, though 
the Rorschach suggested preoccupation with 
tactile sensations. One cannot help wonder- 
ing whether a tendency to bottle up aggres- 
sive impulses is not characteristic of most 
of our more acceptable adult acquaintances 
and a good thing, too! But no doubt it 
can be overdone, and probably, as we shall 
see, it is safer to do it consciously than 
unconsciously. 





Lynch and associates * had earlier been 
struck by the evidence for suppressed resent- 
ment, tension, and increased assertiveness 
in 13 patients with disseminated neuroder- 
matitis. The odds against help from skin 
testing, they found, were about five to one. 

Levy 1° also found, in a comparison of 

Rorschach responses in 50 cases of neuro- 
dermatitis and 50 supposedly normal con- 
trols, that marked repressed hostility was 
common to all 50 of the patients with neuro- 
dermatitis. 
Last, in 1955," reported 
electroencephalographic studies of 57 pa- 
tients with atopic dermatitis. Of those 
under 18 years of age, 30% had abnormal 
tracings: of those over 18 years, 47% were 
Most of them, therefore, were 
mysteriously normal; still, it is of interest 
that random tracings of apparently normal 
persons yield only 10% to 15% of abnormal 
findings. 

From a practical standpoint, Williams’ 
1951 report !? of the successful management 
of 37 cases of atopic dermatitis between the 
ages of 3 and 13 years, merely by teaching 
their mothers to be demonstratively affec- 
tionate toward them, is impressive. Paired 
controls, treated by purely dermatologic 
means, took much longer to achieve com- 
parable clinical improvement. 


Russell and 


abnormal. 


I will press this recital no further; it 
was intended, in any case, merely to indicate 
to you some of the approaches that have 
been made toward answering the question 
of the mind’s participation in causing phys- 
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ical disease of the skin. Scores of similar 
studies have been reported; I am not even 
sure I have alluded to the best. Ida Mac- 
Alpine !3 has urged that this approach be 
avoided for the future and that more thor- 
ough studies of individual cases be made 
instead. I think she is right. Much may 
still be learned by these objective surveys, 
but I believe they often miss the point; 
I am sure they miss it regularly in indi- 
vidual cases. Neurotic skin disorders are 
not peculiar to any one class or kind of 
person any more than broken arms are. 
Again we may remind ourselves of Ay- 
cock’s observation that the truth may be 
found in the exceptions as often as, or 


maybe oftener than, in the rules. 


Biochemical Clues 

Whitlock, speaking at St. John’s Hospital 
for Diseases of the Skin, in London, last 
summer, called attention ! to some interest- 
ing clues to a relationship between central 
nervous system phenomena and skin symp- 
toms. He pointed out that itching is known 
to be associated with three seemingly un- 
related things: administration of morphine 
(either subcutaneously or intracisternally ), 
hepatic disease (with or without jaundice), 
and the intravenous injection of anticholin- 
esterase. He that morphine’s 
known anticholinesterase activity may be the 
clue to the relationship between two of 
these phenomena and that the cholinester- 
ase-inhibiting property of ammonium salts, 
which accumulate in hepatic disease, may 
relate another pair. He asked whether cen- 
trally produced itching might result from 
accumulation of acetylcholine. Acetylcholine 
itself (or anticholinesterases) will, he pointed 
out, activate changes in electroencephalo- 
graphic tracings, an effect which is blocked 


suggested 


by atropine. 

West, a University of London pharma- 
cologist, speaking in the same symposium,”” 
offered interesting thoughts 
5-hydroxytryptamine, better known as sero- 
tonin. He described experiments showing 
that the production of anaphylactic periph- 
eral edema in the rat by the injection of 


some about 
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egg white is the result of the release from 
mast cells not of histamine, but of serotonin. 
Since the serotonin content of the rat's 
skin is about 30 times that of man’s, the 
applicability of this observation to human 
disease is limited. Still, it is interesting 
that a compound so vitally implicated in 
central nervous system physiology should be 
responsible for a peripheral allergic phe- 
nomenon. The wheezing accompanying the 
carcinoid syndrome is presumably an analo- 
gous phenomenon. 

Before leaving this aspect of the matter, 
[ should like to suggest that we have all 
seen far better therapeutic effects in the 
management of allergic skin disorders since 
we have been using drugs with decided 
central nervous system side-effects than 
when we were using drugs of solely periph- 
eral activity. Epinephrine was the first, I 
suppose, and I need hardly remind you of 
its potent if transitory effects on both the 
brain and the skin. Then came histaminase, 
with its purely peripheral effect; none of 
us over 40 needs to be reminded of what a 
disappointment it was. Then came the anti- 
histamines, with their frequently striking 
central nervous system side-effects and their 
relative clinical effectiveness. One of the 
better of the lot, phenothiazine (Phenergan), 
belongs as well to a family of drugs which 
I might have mentioned more favorably in 
this connection in 1956 or even 1957 but 
which I now merely mention: the tranquil- 
izers. 

Then came the adrenal corticosteroid hor- 
mones, the cortisones, as Hench collectively 
designates them, natural and man-made. It 
is remarkable enough that they should arrest 
or alleviate such a fantastic variety of dis- 
orders, including virtually every one that 
has been suspected of being allergic and the 
great majority of those that are suspected 
of being psychosomatic; they may be effec- 
tive in such apparently utterly different 
disorders as scleroderma, alopecia areata, 
urticaria, and neurodermatitis. Even more 
extraordinary is the story, in a recent article 
ins Scientific American, that a pathological 
conditioned reflex was temporarily abolished 
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or suppressed by the administration of 
hydrocortisone. A goat had been condi- 
tioned to flex one foreleg repeatedly in 
response to the sound of a bell when an 
electric shock was applied to the leg after 
the bell was rung. After a single dose of 


hydrocortisone, the leg-flexing reflex was 
abolished. 

Thus, there is not only a physiologic link 
between the central nervous system and the 
suppression of peripheral allergic reactions, 
that is, the familiar hypothalamus-pituitary- 
adrenocortical axis, but also a potential 
pharmacologic link in the opposite direction ! 


Personality a Determinant? 


Another recently offered piece of evi- 
dence seems worth examining in this con- 
nection. Mason and Black, in England, 
reported last April 16 a patient with asthma 
and hay fever, demonstrably sensitive by 
scratch test to pollens of grasses, trees, and 
spring flowers, who had been treated by 
pollen desensitization annually for 11 years, 
with only fair results. At the beginning of 
the 1957 season, she was first treated by 
posthypnotic suggestion, with remarkable 
success. Then it was suggested that on the 
next repetition of the skin tests they would 
be negative. They were! Passive transfer 
tests, done simultaneously, remained posi- 
tive for the grass and tree pollens but were 
negative, like the direct tests, for the flower 
pollens. 


Finally, let me call to your attention a 
scene from a recent movie, virtually a docu- 
mentary film, dealing with multiple person- 
ality, “Three Faces of Eve.” The scene is 
the doctor’s office, and Eve Black, the mis- 
chievous, hoydenish personality, has just 
emerged for the first time in the doctor’s 
presence. She almost immediately begins to 
scratch at her legs and curse her demure 
alter ego, Eve White, for wearing “those 
damned nylons,” which she forthwith peels 
off. I learned on inquiry from her psychi- 
atrist, Dr. Corbett Thigpen, of Atlanta, that 
Eve Black invariably complained of itching 
when she wore nylon stockings and would 
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remove both stockings and if necessary 
nylon underwear whenever she “came out.” 
Patch tests to nylon were negative. The two 
personalities that later emerged in this re- 
markable young woman, “Jane” and “Eve- 
lyn Lancaster,” had no intolerance for nylon 
hose or lingerie. This may or may not 
represent true contact hypersensitivity; it 
certainly seems to indicate that itching can 
be dependent on the psyche alone. Inci- 
dentally, these four personalities had de- 
cidedly different — electroencephalographic 
patterns. 

I will merely mention, in passing, a bad 
reason for relating emotions and disease: 
absence of evidence for an organic cause. 
If you look into a room for your hat and do 
not see it, it is not necessarily missing. It 
may be under the bed or on your head. 


Emotional Insight 


Let it be noted, however, that you cannot, 
in Mrs. Feeley’s telling phrase, have your 
cake without eating it too. Absence of evi- 
dence for a neurotic cause of disease is an 
equally inadequate argument against the 
existence of such a cause. It is a little like 
the absence of tubercle bacilli in sections 
of lupus vulgaris. One expects it and must 
not let himself be troubled by it, not unduly, 
anyway. 

Emotional insight is a rare phenomenon; 
one may question whether it is ever, in the 
waking state, complete. We are all strangers 
to ourselves in a very real sense; it 1s prob- 
ably a very good thing we are, for the sake 
of our amour propre. Psychiatrists can 
learn to understand us, sometimes with spe- 
cial aids for the purpose, far more success- 
fully than we can understand ourselves, or 
than we nonpsychiatrists can understand 
one another; indeed, this is just why we 
need them occasionally, in case some of you 
may have wondered. 

Some novelists have a special feeling for 
this sort of penetrating thinking, and I 
should like to read a paragraph from a 
novel by one of the most penetrating of his 
ilk, D. H. Lawrence.‘ 
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There was a woman who was beautiful, who 
started with all the advantages, yet she had no luck. 
She married for love, and the love turned to dust. 
She had bonny children, yet she felt they had been 
thrust upon her, and she could not love them. 
They looked at her coldly, as if they were finding 
fault with her. And hurriedly she felt she must 
cover up some fault in herself. Yet what it was 
that she must cover up she never knew. Never- 
theless, when her children were present, she always 
felt the centre of her heart go hard. This troubled 
her, and in her manner she was all the more gentle 
and anxious for her children, as if she loved them 
very much. Only she herself knew that at the 
centre of her heart was a hard little place that 
could not feel love, no, not for anybody. Everybody 
said of her: “She is such a good mother. She 
adores her children.” Only she herself, and her 
children themselves, knew that it was not so. They 
read it in each other’s eyes. 

This paragraph will repay thoughtful, 
reflective study. It contains most of the 
elements that go to make the cursory psy- 
chiatric study of a given case an unreward- 
ing process. Serenity of spirit, inner 
serenity, not just outward calm, may have 
its basis in a genuine absence of obstacles 
to serenity, but it may equally, and probably 
far more often does, have its basis in the 
patient's ability not to be conscious of 
conflicts which at the conscious level would 
destroy serenity. A fidgety, tense, irritable 
patient probably does have, in the Irish 
phrase, a “weird to dree”; but a conspicu- 
ously calm patient does not necessarily not 
have one. 

A physician who suspects a neurotic basis 
for his patient’s symptoms may ask the pa- 
tient, “Can you think of any reason why 
you might be emotionally upset—or un- 
happy—or anxious—or tense?” or, “Did 
anything happen just before the rash ap- 
peared which might have upset you—a 
quarrel, a disappointment, anything to hurt 
your feelings?” And the answer will be, 
nine times out of ten, an unqualified, “No, 
Doctor—nothing at all.” 





If the doctor’s suspicion amounts to a 
certainty, he may say, as I recall having 
said to one young woman, “You have this 
skin problem because you have an emotional 
conflict, because you are seriously unhappy 
about something,” and he may get the reply 
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(as I did), “Why, Doctor, that’s just ridic- 
ulous! I haven’t any emotional problems at 
all. My life’s an open book. I love my 
work, and I love my friends, and I enjoy 
life thoroughly !” 

This young woman, an attractive 22-year- 
old Chinese schoolteacher, telephoned me 
two weeks later to report that when she told 
her sister what I had said her sister replied, 
“Oh, in that case I know what your trouble 
is. That itch of yours came right where 
father struck you with a stick, when you 
were 11 years old, to punish you, and it 
broke the skin, and never healed: you've 
been scratching it ever since.” “And you 
know, Doctor,” the patient continued, “since 
she told me that it hasn’t itched once, not 
once—and not only that, I’ve felt like a 
different person—so relaxed, and self-con- 
fident! I never felt like this before. It’s 
wonderful !”’ 

The following week I learned that she 
was under the care of a psychiatrist, who 
was starting her on electroconvulsive ther- 
apy for acute schizophrenia. She made a 
good recovery and was ultimately helped 
through psychotherapy to forgive her father 
for his punitive and unaffectionate treat- 
ment of her as a child. 

This pattern of utter unawareness of a 
basic pathogenic emotional conflict recurs 
so regularly in the occasional highly suc- 
cessful case that I have a growing convic- 
tion that it is the important pattern and 
that obvious nervousness, tension, or un- 


. happiness in a patient suspected of allergic 


or functional or neurotic disease is the un- 
important one. One should not really ask 
the patient, as I suggested a moment ago, 
“What are you unhappy about?” One 
should ask “What is it that you are not 
unhappy about, but would be unhappy about 
if you allowed yourself to think of it?” 
Plainly, the only answer is, “I don’t know.” 
A conflict the patient is fully aware of is 
probably not pathogenic; a conflict the pa- 
tient can discuss easily and calmly is almost 
certainly not pathogenic. Reluctance and 
tears are the hallmark of the revelation of 
disease-producing problems, 
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As an argument for emotional causation 
of disease, this is of course purest tautology, 
and I do not offer it for this reason. I draw 
your attention to it for three reasons. First, 
[ think it is vitally important to the under- 
standing and management of patients with 
chronic neurotic or allergic symptoms not 
readily attributable to extrinsic causes. Sec- 
ond, I am sure that it is, as a rule, over- 
looked. Third, I consider that it is a possible 
explanation of the otherwise curious in- 
frequency with which one finds—on cursory 
inquiry, at least—a significant history of an 
emotional cause for allergic or neurotic 
disturbances. 

Forbes Winslow, in 1874, in the First 
Lettsomian Lecture,!8 summarized a similar 
view as follows: “Many a disease is the 
contre coup, so to speak, of a strong moral 
emotion; the mischief may not be apparent 
at the time, but its germ will be nevertheless 
inevitably laid.” Man’s reaction to man, as 
Henderson said after quoting the above, 
may be at least as important as his reaction 
to a microbe. 


Conclusion 


Two distinguished predecessors of mine, 
speaking in this field, have resorted to 
poetry to summarize their views of this 
matter. Inspired—and yet warned—by their 
example, I propose to do so too, but with 
a difference. They resorted to their own: 
| am resorting to the work of one of my 
favorite professional poets, Mrs. Phyllis 
McGinley. 


DON’T SHAKE THE BOTTLE, SHAKE 
YOUR MOTHER-IN-LAW 


PĦHayLLIS MCGINLEY 


When I was young and full of rhymes 
And all my days were salady, 

Almost I could enjoy the times 
I caught some current malady. 

Then, cheerful, knocked upon my door 
The jocular physician, 

With tonics and with comfort for 
My innocent condition. 

Then friends would fetch me flowers 
And nurses rub my back, 

And I could talk for hours 
Concerning my attack. 
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But now, when vapors dog me, 
What solace do I find? 


My cronies can’t endure me. 

The doctors scorn to cure me, 

And, though I ail, assure me 
It’s all a state of mind. 


It’s psychosomatic, now, psychosomatic. 
Whatever you suffer is psychosomatic. 
Your liver’s a-quiver? You're feeling infirm? 
Dispose of the notion you harbor a germ. 
Angina, 
Arthritis, 
Abdominal pain— 


They’re nothing but symptoms of marital strain 

They’re nothing but proof that your love life 
is minus. 

The ego is aching. 

Instead of the sinus. 

So face up and brace up and stifle that sneeze. 

It’s psychosomatic. And ten dollars, please. 


There was a time that I recall, 
If one grew pale or thinnish, 


The pundits loved to lay it all 
On foods unvitaminish, 


Or else, dogmatic, would maintain 
Infection somewhere acted. 


And when they’d shorn the tonsils twain, 
They pulled the tooth impacted. 


But now that orgies dental 
Have made a modish halt, 


Your ills today are mental 
And likely all your fault. 
Now specialists inform you, 
While knitting of their brows, 
Your pain, though sharp and shooting, 
Is caused, beyond disputing, 
Because you hate commuting 
Or can’t abide your spouse. 
It’s psychosomatic, now, psychosomatic. 
You fell down the stairway? It’s psychosomatic. 
That sprain of the ankle while waxing the 
floors— 
You did it on purpose to get out of chores. 
Nephritis, 
Neuritis, 
A case of the ague? 
You're just giving in to frustrations that 
plague you. 
You long to be coddled, beloved, acclaimed, 
So you caught the sniffles. 
And aren't you ashamed! 
And maybe they're right. But I sob through 
my wheezes, 
“They've taken the fun out of having diseases.” 


© 1948 The New Yorker Magazine, Inc. 
” Straub Clinic, Kapiolani St. and Thomas Sq. (14). 
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Psychosomatic Concepts in Atopic Dermatitis—a 


Critique 


ADOLPH ROSTENBERG Jr., M.D., Chicago 


The term “psychosomatic” is a relatively 
new one, but the concept of “psychosomatic 
disease” is of ancient lineage. Plato, in his 
dialogue, ‘“Charmides,” has Socrates say, 
“The great error of our day in the treat- 
ment of the human body is that physicians 
separate the soul from the body.” Socrates 
was right. A man is a man, and he reacts 
neither psychologically nor somatically but 
as an integrated unit. Thus, strictly speak- 
ing, all diseases are psychosomatic. Such 
a view, while conceptually correct, is not the 
most practical; but, unfortunately, neither 
the term “psychosomatic” nor the boundary 
of the concept of a “psychosomatic disease” 
have been precisely defined. Few would be 
impressed with the relationship of the 
psyche to the rash of measles; yet many 
would wish to explore the interconnections 
of the psyche and the development of neu- 
rotic excoriations. 

While it seems preposterous to discuss 
the psyche and soma as though they were 
independent of one another, the assertion 
that there is a mutual interdependence be- 
tween psyche and soma is not the same as 
asserting that there are causal connections. 
Much of the confusion in this field stems 
from difficulty with the concept of causality. 

The nature of a causal relation will not 
be discussed, except to indicate briefly how 
it impinges on concepts of disease. Gottes- 
man and Menninger * make some pertinent 
comments with respect to the pervasion of 
causal thinking in medicine—to wit: 


Submitted for publication Jan. 29, 1959. 

From the Department of Dermatology, 
versity of Illinois. 

Based on a talk given at the 17th annual meeting 
of the American Academy of Dermatology and 
Syphilology, Chicago, December, 1958. 
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The tendency in medicine to describe the succeed- 
ing events in terms of causality, although constantly 
discredited by logicians and those concerned with 
the philosophy of science, received a strong practica! 
impetus from the discoveries of bacteriology. These 
discoveries led, in the early days, to an unqualified 
and unjustified renewal of the belief that disease 
was ‘caused, and caused in particular by the in- 
vasion of demoniac representatives with Latin 
names. Actually the manifestations of disease are 
the product of many interacting forces, internal 
and external, physical and chemical, social, and 
psychologic. 

Philosophically, Gottesman and Mennin- 
ger are correct, but from the point of view 
of empiric pragmatic medicine, it seems rea- 
sonable to inquire, “Is there a certain fea- 
ture of the over-all constellation which is 
sine qua non for the production of the clin- 
ical picture?” * Few would deny that in 
the development of a poison ivy dermatitis 
contact with the ivy is an essential ingre- 
dient. Many factors besides contact with 
ivy influence the final clinical picture, but 
in an uncomplicated ivy dermatitis—no ivy 
—no dermatitis. One is entitled to ask the 
analogous question with respect to the so- 
called psychosomatic illnesses, “Are there 


any for which the emotional influences are ' 


a sine qua non?” No evidence which shows 
that such is the case is known to me. Ad- 
mittedly, this nowise contradicts the possi- 
bility that such may ultimately be proven 
to be so, but it does indicate that in the 
state of present knowledge the nature of 
the relation between psyche and soma is 
far from clear. Most physicians would be 
inclined to agree that there is an interrela- 
tion, but most of us are inclined to view 





* It might be pointed out that the usual relation 
of the sine qua non factor to the over-all sympto- 
matology is an intransitive one, i. e. its presenct is 
necessary but is not sufficient. 
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with suspicion the various formulations that 
have been advanced to explain how emo- 
tions are related to somatic illness. Grinker 2 
has voiced this as follows: 

... lack of critical challenge to the few existing 
theories has made assumptions seem unassailable 
and hypotheses capable only of confirmation. As 
a result, psychosomatic formulations have become 
Stereotypes into which each patient’s life history 
and situation is molded by special focusing, selec- 
tive interpretation, and omission or neglect of the 
incongruent. 


In my opinion, the most that can be done 
at present is to determine how significant 
the role of emotional factors is in a given 
constellation which is labeled as a certain 
disease. It is well to remember that, while 
medical students are taught to think of 
diseases as though they were independent 
entities, actually there are no such things. 
There are only people with signs and symp- 
toms which are labeled as diseases. Unfor- 
tunately, medical labels tend to single out 
one or more aspects of the total illness. It 
is then attempted to explain the production 
of the singled-out aspects by means of other 
factors which are a part of the same total 
constellation. In the condition disseminated 
lupus erythematosus no one would inquire, 
“How do the kidney lesions produce the 
skin lesions?”; but one might ask, “What is 
the relationship between the kidney and 
cutaneous alterations?”; or one might in- 
quire as to what other factors must exist 
in order for either or both of these to be 
present. 

So, too, in atopic dermatitis I do not 
think it is proper to ask about the role of 
the emotions in the production of the skin 
lesion. It is appropriate and of interest to 
inquire as to what mutual influences the 
emotions and the skin lesions have on one 
another and to ask what other influences 
must impinge upon the total organism so 
that the emotional and the cutaneous alter- 
ations are simultaneously displayed. 

No formulation will be offered, for, in 
my opinion, no formulation that will stand 
the test of time is possible at the present 
moment. Some of the theoretical explana- 
tions that have been offered for psychoso- 
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matic illnesses in general will be discussed 
to see how these apply, if at all, to atopic 
dermatitis, and some of the specific investi- 
gations that have been done in order to 
evaluate the role of psychogenic factors in 
this condition will be mentioned. 


One of the earliest explanations advanced 
was that of conversion. Conversion is the 
term used for the postulate that repressed 
energy connected with the frustration of 
basic drives is converted into the functional 
symptoms of bodily disease. The lesions 
(symptomatology) which develop then 
symbolize some repressed feeling or desire 
of which the patient is not aware at a 
conscious level. To put this more bluntly, 
the unconscious directs the body to develop 
the symptomatology in question. The older 
literature is replete with such case histories. 
The very title of the article may suggest 
this; as, for example, “The Purpose and 
Fate of a Skin Disorder.” * Over the years 
many papers presented involved psychody- 
namic formulations. Allendy,* for example, 
in discussing a case of chronic eczema, 
concludes : 

Her hands were diseased that she might not 
kill her father and her husband. Her eczema was 


a punishment for her desires to masturbate and 
her illness gratified her primary wish for idleness. 


Such psychodynamic explanations are, to 
me, in the realm of science fiction and more 
fictitious than scientific. They are reminis- 
cent of the cynical definition of a critic 
“as a person whose function was to furnish 
meanings that the author did not know were 
there.” It should be obvious that these 
interpretations are subjective products of 
the analyst. Even if there could be no 
doubt as to the true emotional desires of 
the patient, i. e., in Allendy’s case that she 
really did wish to kill her father, etc., there 
would still remain unexplained two some- 
what important points, namely: 1. How 
does one know that the eczema arose as a 
consequence of the aforesaid emotions, or 
indeed for that matter is in any way related 
to them? I suspect that at times the conclu- 
sion that there is a relation may be no more 
logical than it would be to argue that if a 
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paranoic enters an analyst’s office with the 
idea of shooting him but misses the analyst 
and kills some patient that is there, then 
that patient’s emotions killed him because 
emotional disturbances brought him to the 
analyst’s office. 2. Assuming that there 
could be shown to be some connection 
between the emotions and the symptomatol- 
ogy, it would then be necessary to explain 
why the particular system involved was 
chosen, e. g., say skin and not stomach, 
and by what mechanisms the lesions came 
about. Analysts have, of course, considered 
the last two questions at great length, and 
my subsequent discussion will briefly touch 
on some of the answers; but, to anticipate, | 
do not find any of the explanations very 
satisfactory or convincing. 

The study of personality profiles has been 
an area of much investigation in psycho- 
somatic medicine. Essentially, what is as- 
serted is that a high statistical correlation 
can be made between certain diseases and 
certain personality types. A considerable 
number of studies with respect to this have 
been done in patients with atopic derma- 
ihat 

Such persons have been studied by means 
of interviews, questionnaires, and a variety 
of psychologic tests in an attempt to cate- 
gorize them with respect to so-called per- 
sonality traits. Before discussing any of 
the results, it is important to realize that 
any conclusions based on this type of in- 
vestigation are to a large measure subjec- 
tive. The investigator has to interpret the 
interviews or the results of some type of 
psychologic test; consequently, while there 
is a large personality terrain common to all 
of the studies, there are important differ- 
ences. A serious weakness to many of these 
studies is the failure to include control 
groups for the simultaneous assessment of 
their personality structures; Or, if a control 
group is included, it is a group of psycho- 
neurotics. Very few studies have included 
a control group consisting of persons with 
some other chronic illness, especially one 
that involves the skin. It should be more 
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or less self-evident that if a comparison is 
made only between the psychoneurotic and 
the atopic it will not be possible to assert 
that any personality differences that may be 
found are unique or specific for the set of 
persons with atopic dermatitis but, assum- 
ing the personality structure found is con- 
sistent, which is doubtful, are characteristic 
for persons with (1) a skin disease, (2) an 
itching disease, (3) a cosmetic disfigure- 
ment, or (4) any combination of these. It 
might be pointed out that up to now all 
studies of this type have been retrospective, 
i. e, persons with the disease in question 
have been investigated to determine in what 
personality respect they differed from 
“normals” or persons with some other dis- 
ease. It should be evident that this type of 
approach introduces many difficulties in- 
herent in proper sampling, in obtaining 
appropriate controls, and in the avoidance 
of bias. A superior approach would be 
what has been labeled the “anterospective” 
one.t Here “normal” persons are evaluated 
from the point of view of their personality, 
the earlier in life the better, and then 
followed indefinitely to see what, if any, 
physical ailments they develop. It is my 
understanding that such studies are in 
progress. 

The study by Greenhill and Finesinger * 
has the merits of simultaneously comparing 
persons with atopic dermatitis, lupus ery- 
thematosus, psychoneurotics, and normal 
controls. An excerpt from their conclusions 
is as follows: 


The evidence indicates that these patients [atopic 
dermatitis] tend to have more psychoneurotic 
symptoms than nonpsychoneurotic control subjects, 
although they do not approach the multiplicity of 
symptoms of the psychoneurotic patients. Spe- 
cifically the atopic patients showed a slight 
preponderance in childhood neurotic symptoms over 
the nonpsychoneurotic control groups. Absence of 
hysterical symptoms is noteworthy in the atopic 
patients. They have a striking tendency toward 
phobic symptoms and closely approach the psy- 
choneurotic group in phobic and in compulsive and 
obsessive symptoms and personality traits. 


+ The term “anterospective” was given to me by 
Dr. Mark Lepper. 
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It is of interest that compulsive and obsessive 
symptoms were found to an equal degree in the 
patients with lupus erythematosus, who otherwise 
closely approached the group of normal controls. 
As investigation proceeds in the study of psy- 
chosomatic disorders, it appears that many con- 
ditions, e. g. bronchial asthma, mucous colitis and 
rheumatoid arthritis, occur in personalities of this 
type. It may be that diseases of chronic nature 
produce by their very chronicity personality char- 
acteristics of the compulsive-obsessive type. This 
relation warrants further investigation. 

The questionnaire material and the more in- 
tensive investigation of ward patients show that 
persons with atopic dematitis seem to have difficulty 
in their relations with other persons, being char- 
acterized by greater incidence of feelings of hostil- 
ity than the other groups studied, especially in 
relation to members of their own family. This 
hostility is rarely shown in overt action, for the 
patient, sensitive as he is, tends to suppress his 
feelings of anger, as is so strikingly brought out 
in the questionnaire. At the same time, he entertains 
feelings of inadequacy, is depressed, has lack of 
self confidence and is notably shy and sensitive. 
The data show a greater incidence of all of these 
traits in the atopic group than in the group with 
lupus erythematosus or in the normal control 
group. 

Possibly significant is the observation 
that the person with atopic dermatitis tends 
to suppress anger. This seems to be one 
point that many investigators agree upon, 
but not all. White et al.2° from a Rorschach 


study of the neurodermatoses, conclude : 

Rosacea, seborrheic dematitis, neurodermatitis, 
and pruritus showed the most abnormal records; 
atopic eczema and dermatitis artefacta gave the 
most normal patterns of response. Of the first 
group, the most consistent abnormalities were ex- 
hibited by the rosacea patients. The predominant 
trends in their records were to an immature reac- 
tion to life with a rather infantile but strongly 
inhibited affective response. All adjustments seemed 
poor, and neurotic trends marked. The hostility 
features were relatively low; whereas in sebor- 
rhoeic dermatitis, where the records closely re- 
sembled those of rosacea, hostility was a prominent 
feature... . 

The tendency in the other dermatoses was to a 
more normal pattern of reaction, particularly so 
in the case of atopic eczema and dermatitis arte- 
facta. Apart from the indication of strong ob- 
sessional trends and an ambivalent, somewhat 
constricted experience balance, the records in atopic 
eczema could be regarded as normal ones. Hostility 
was little in evidence in this group. 


As further examples of the lack of agree- 
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ment, contrast the conclusions of Greenhill 
and Finesinger, that the atopics closely ap- 
proach the psychoneurotic group in phobic 
symptoms and in compulsive and obsessive 
symptoms and in personality traits, with 
those of McLaughlin et al.,!2 who assert 
that there are a minimum of classic psy- 
choneurotic characteristics. Fiske and 
Obermayer 1 say that the patients with 
neurodermatitis constitute a subgroup of 
the neurotic population in general but go 
on to say, 


Two characteristics frequently referred to in the 
literature as typical of the personality of the 
patient with neurodermatitis, namely, mixed hyster- 
ical-compulsive character and obsessional sense of 
injustice, were significantly absent in our group 
of such patients. 


In all fairness, it should be pointed out 
that the failure to find a common person- 
ality structure or some other emotional 
factor common to this condition does not 
necessarily denote that such does not exist 
but may merely mean that the testing meth- 
ods used were not delicate enough or were 
inappropriate; however, any of the inter- 
pretations support Macalpine’s 
summary : 


succinct 


The immediate task seems to be the study of 
psychosomatic symptom formation. In the absence 
of such basic understanding, a claim that there 
are definite psychosomatic personality types is pre- 
mature and either speculative or superficial. 

Apart from the psychologic difficulties 
with these studies, most of them are open 
to criticism in that the somatic criteria for 
the diagnostic labels used are not stated. 
It is well known that the criteria for apply- 
ing the label atopic dermatitis are not uni- 
form throughout the dermatologic world. 
Labels such as “neurodermatitis” and “the 
neurodermatoses” have even less definite 
diagnostic specificity. Very few dermatolo- 
gists would agree as to just what is meant 
by the label “neurodermatoses” and as to 
what should be included under this caption. 
I certainly believe that a variety of mor- 
phologically and probably etiologically un- 
related conditions are included. For 
example, the paper by White et al.’ in- 
cludes as members of the group “neuro- 
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dermatoses” rosacea, urticaria, seborrheic 
dermatitis, pruritus, pruritus ami, atopic 
eczema, dermatitis artefacta, dysidrosis, 
and neurodermatitis. Such studies may 
reveal interesting psychologic information 
with respect to the conditions, but it should 
be very clear that this is purely descriptive 
material and has not nor does it purport to 
have amy explanatory value. 

It should be obvious that this morpho- 
logic and presumably etiologic heterogeneity 
makes comparisons between the various 
studies difficult, if not impossible, and in- 
deed casts doubt even on the descriptive 
value of many of the individual studies as 
one may pertinently inquire, “Of what con- 
dition is this the personality structure?” 

An offshoot of personality profiles is 
what might be termed the maternal per- 
sonality profile, in which it has been sug- 
gested that there is a correlation between 
the type of character or behavior of the 
mother and certain psychosomatic disorders 
in the child. Spitz," for example, speaks 
of psychotoxic diseases, in which he sug- 
gests that the non-normal attitude of the 
mother toward the child produces overt 
damage on the child’s psyche and soma. In 
his opinion, the type of somatic disturbance 
is determined, at least in part, by the ma- 
ternal attitude, and quoting from him: 

In the case of the eczema child we have an 
anxiety-ridden mother who avoids touching her 
baby because of her more or less repressed aggres- 
sion. If the mother avoids touching her baby she 
makes it impossible for her child to identify with 
her and that at an age at which the baby is still 
in the stage of primary narcissism, when the 
child’s ego is incomplete, and when the mother 
assumes the functions of the ego. In the process of 
psychological development in the course of the 
first year the child acquires its ego with the help 
of numberless identifications with its mother which 
are made possible through the sensory experiences 
offered by her. Among the most important of 
these, if not the most important, are the tactile 
experiences which include both superficial and deep 
sensitivity. 

When this external ego, represented by the 
mother, withdraws psychologically because of 
anxiety, the child cannot develop its own ego with 
the help of identifications with her. This is spe- 


cifically true in the second half of the first year 
when it has begun to delimit itself from the 
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mother through the formation of secondary identifi- 
cations. The anxiety-ridden mother, as part ego, 
offers no opportunity for secondary identification 
in bodily activities of a manipulative and imitative 
kind. Therefore, the infant’s libidinal and aggressive 
drives, which normally would be discharged in the 
course of the handling of the mother and converted 
into identifications, remain undischarged. It seems 
that they are discharged in the form of a skin 
reaction. The comparison may seem far-fetched... 


| should be inclined to agree with Spitz’s 
final comment. Rosenthal 18 attempted to 
test the validity of such views by comparing 
how frequently eczematous and noneczem- 
atous children were picked up when they 
cried. His findings indicated that the non- 
eczematous children were picked up more 
frequently than the eczematous ones. He 
concluded that this indicated the eczem- 
atous child received an insufficient amount 
of cuddling and caressing, which was felt 
to be an important factor in causing the 
eczema. Williams,’® Marmor et al.?° among 
others, have investigated the influence of 
maternal rejection. In general, these au- 
thors agree that maternal rejection is a 
factor in the genesis of infantile eczema. 
Without committing myself either as to the 
frequency of maternal rejection or the spec- 
ificity of this in the genesis of infantile 
eczema, I would say that if maternal rejec- 
tion produces anxiety or any emotional 
effect in the child, which in turn produces 
pruritus which causes scratching, then, and 
only then, is the maternal rejection of sig- 
nificance in the development of the cuta- 
neous lesions. 


It might be pointed out that in discussing ` 


both the personality profile and the maternal 
personality profile that it 1s very question- 
able whether any one type is characteristic 
for any given disease. Many of the investi- 
gators already referred to point this out; 
for example, McLaughlin et al. assert,!” 
“The general pattern of personality defects 
seen in these patients is similar to that 
described for a variety of psychosomatic 
disorders.” 

Furthermore, even if it could be estab- 
lished that the patients with atopic derma- 
titis had a particular personality pattern, 
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this fact, while of interest, would not neces- 
sarily advance our understanding with re- 
spect to the mechanism for the production 
of the cutaneous lesions. The majority of 
patients with atopic dermatitis are atopic 
persons, meaning that they themselves or 
members of their family have either atopic 
diseases or atopic skin reactions or both, 
but this fact has not really been of help in 
elucidating the mechanism by which the le- 
sions come into being or in providing a 
key to a better therapeutic approach. Analo- 
gously, if it could be established that these 
patients had specific personality configura- 
tions, and even were it feasible to alter 
certain of these personality traits, it does 
not follow that this would necessarily 
affect the cutaneous lesions. 

One of the more widely held explanations 
for psychosomatic disorders is that ad- 
vanced by Alexander and his group. Alex- 
ander believes it essential to differentiate a 
hysterical conversion and a vegetative neu- 
rosis. It is in the latter group that the usual 
so-called psychosomatic disorders are said 
to fall. 

. . a vegetative neurosis consists of psychogenic 
dysfunction of a vegetative organ which is not 
under the control of the voluntary neuromuscular 
system and which therefore does not express any 
(primary) psychological meaning. The vegetative 
symptom is not a substitute expression of the 
emotion but its (normal) physiological concomitant. 
The pathologic nature of the condition consists 
primarily in the fact that, under continued emotional 
stimuli caused by unresolved conflicts, the vegetative 
responses become chronic. In time they may lead 
to irreversible tissue changes, resulting in clear-cut 
organic syndromes. This view introduced a new 
etiological concept into medicine: that organic 
illness may result, at least partially, from chronic 
neurotic conflicts.” 

Before continuing, it might be well to point 
out that the assertion that a chronic emo- 
tional state caused by unresolved conflicts 
ultimately leads to irreversible structural 
changes is an intriguing concept, but I do 
not know of any direct evidence to support 
it. It is purely an inferential hypothesis 
stemming from the analytic interpretation 
of the emotional states in people with vari- 
ous somatic alterations. Alexander devotes 
considerable attention to what 


has been 
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termed the specificity problem, which is an 
attempt to answer the question, “Are defi- 
nite somatic lesions specific for certain 
emotional constellations?’ Alexander be- 
lieves strongly in such a view, which he 
phrases as follows: 


According to this theory, physiological responses 
to emotional stimuli, both normal and morbid, 
vary according to the nature of the precipitating 
emotional state. Laughter is the response to mer- 
riment, weeping to sorrow; sighing expresses relief 
or despair, and blushing expresses embarrassment. 
The vegetative responses to different emotional 
stimuli vary also according to the quality of the 
emotions. Every emotional state has its own phys- 
iological syndrome. Increased blood pressure and 
accelerated heart action are a constituent part of 
rage and fear. Increased stomach secretion may 
be a regressive response to an emergency. Attacks 
of asthma are correlated with an unconscious sup- 
pressed impulse to cry for the mother’s help... . 

The controversy concerning the specificity of the 
psychodynamic factors operative in vegetative dis- 
turbances is obscured by the fact that the significant 
psychological influences, such as anxiety, repressed 
hostile and erotic impulses, frustration or dependent 
cravings, inferiority and guilt feelings, are present 
in all these disorders. It is not the presence of any 
one or more of these psychological factors that is 
specific but the presence of the dynamic configura- 
tion in which they appear. This type of specificity 
is similar to that found in stereochemistry. The 
constituent parts in the different organic compounds 
are the same atoms: carbon, hydrogen, oxygen, 
and nitrogen; they are combined, however, in a 
great variety of structural patterns, and each com- 
bination represents a substance of highly specific 
quality.” 

I think it worth while to explore a bit 
further Alexander’s argument that it is not 
the individual emotional factors that are 
important but rather the over-all configura- 
tion determined by the arrangement of 
these. Now, in the study of the personality 
structure in atopic dermatitis it was shown 
that there was no clear evidence as to the 
constant presence of any of the single emo- 
tional ingredients, and, pursuing the analogy 
from chemistry, it is very doubtful if two 
chemical configurations could have the same 
physical and chemical properties where one 
lacked, say, nitrogen and the other included 
it. Let us, however, grant that two config- 
urations could mimic one another and con- 
sider his argument that the specificity of 
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the psychodynamic factors is determined by 
the over-all configuration which in turn is 
a structure made up of various emotions 
such as hostility, anxiety, erotic impulses, 
etc. Now, if the somatic response is specifi- 
cally determined by the over-all emotional 
setting, then it appears that the latter must 
have some stability or that all the tenuous 
consistent emotional factors remain together 
in the same relationships, both qualitatively 
and quantitatively. In other words, the 
person’s personality configuration is frozen 
at some point. Not only does this seem very 
unlikely, but even if it were true, it raises 
an even more difficult question, namely, at 
what point? Does the emotional constella- 
tion allegedly related to hypertension appear 
only in later years, or does it take many 
years for the soma to respond to these emo- 
tions which have been in existence over 
the years? What, then, is the explanation 
in infantile eczema?’ Is the skin more 
vulnerable to the emotional perturbations 
of the infant? What of the adult atopic? 
Does he maintain the identical emotional 
pattern from the cradle to the grave? It 
may be objected that the “freezing” of the 
personality structure is not a necessary 
consequence of Alexander’s hypothesis, but 
to me the denial of this point makes Alex- 
ander’s speculation even less tenable. For, 
if the personality structure has a kaleido- 
scopic quality, how could there ever be a 
constant and chronic emotional concomitant 
which by the hypothesis is the actual phys- 
iologic means by which the somatic lesions 
come into being? 

Alexander’s views have been given at 
some length in that they have had wide 
currency in analytic circles, but more re- 
cently there seems to have been a turning 


away from them. Bendler says: 

The concept of specificity has been seriously 
questioned in recent years. Such careful workers, 
for example, as Karush and Daniels, find no 
evidence for it in ulcerative colitis. Mandelbrate 
and Wittkower conclude their study of Emotions 
in Graves’ Disease by stating, “No specificity can 
be found.” 


A widely held theory in the field of psy- 
chosomatic medicine today is the so-called 
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regression concept, which essentially ex- 
tends Freud’s concept of psychological re- 
gression into the field of physiology. 
Alexander terms it the vegetative retreat. 
This hypothesis suggests that the somatic 
expression of a psychological disorder is a 
regression of the adult physiological re- 
sponses, which, even though they were ap- 
propriate to the infantile situation, are not 
appropriate to the adult. For example, 
Szasz s: 

found it possible to interpret certain au- 
tonomic dysfunctions more specifically as regres- 
sions to earlier, infantile modes of autonomic 
functioning. He also emphasized that, instead of 
speaking of preponderance of one or the other 
branch of the autonomic nervous system or of 
an “autonomic imbalance” in psychosomatic dis- 
orders, what characterizes many of these syndromes 
is a localized parasympathetic (cholinergic) hyper- 
function (e. g. peptic ulcer, diarrhea, asthma 
neurodermatitis, etc.) ; these autonomic dysfunc- 
tions represent regressions in specific physiological 
activities. 
On what basis Szasz concluded that in 
neurodermatitis there is a localized cholin- 
ergic hyperfunction is not stated. If there 
is, it is not known to me. In my opinion, 
it is very difficult to apply the theory of 
vegetative retreat to atopic eczema. First 
of all, this condition often begins in very 
early infancy; consequently, it would be 
absurd to speak of a regression in this 
Second, the lichenified 
lesions of the adult atopic are not the kind 
of lesion that is seen in the infant; hence, 
it would not be possible to assert that this 
is a form of cutaneous regression. Further, 


period. chronic 


an acute exudative process is a normal re- 
sponse of the normal adult’s skin to a vari- 
ety of stimuli, and so its development in an 
adult atopic could not be considered regres- 
sive. Finally, as Mendelson points out, 
what has one to gain by the concept or label 
of “regressive phenomena?” As he says, 
is it really of any value to think of ana- 
plastic cells as regressive phenomena? 
These cells may resemble embryonic cells, 
but merely to call attention to this fact by 
a special term hardly helps to solve the 


etiology of cancer. 
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What then can one say about the role 
of emotions in atopic dermatitis?’ I do not 
believe that any specific formulations can 
be made. I believe, and I have stated else- 
where,” the emotional factors are only one 
facet of a dynamic interplay of factors 
conducing to pruritus in a genetically de- 
termined soil. The same inheritance that 
determines the dry quasi-ichthyotic skin with 
its vulnerability to pruriginous stimuli also 
determines that most people with such skins 
are atopic persons and may also favor a 
psychogenic maturation that in turn may 
lead to a commonness of emotional reac- 
tions to certain conflictual stimuli. To 
lift any one of these inherited deter- 
minants out of the total constellation of the 
syndrome atopic dermatitis and to give it 
undue importance or to assign it pride of 
place so that it seems to dominate or to 
exercise a causal influence is to indulge in 
special pleading and deserves Mencken's 
derisive comment. “There is a solution for 
every human problem—neat, plausible, and 
wrong.” 

Department of Dermatology, University of 
Illinois College of Medicine, 840 S. Wood St. (12). 
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It is about apodictic to say that one can- 
not speak of allergy without implying circu- 
lation, blood constituents, serology, serum 
constituents, agglutination, lysis, floccula- 
tion, the resources of defense that will 
isolate and destroy an offending protein; 
that these reactions may be local or general- 
ized to a systemic level no one doubts; that 
these reactions may be so powerful that the 
defense goes far beyond the danger of the 
attack is well known in anaphylactic shock; 
that none of these reactions occurs without 
sensory stimulation, motor, and secretory 
nervous participation is also well known, 
whether these be at the spinal reflex level 
or by referred reactions. 


The hub of the neuroses is the anxiety 
state. The acute anxiety state broadly takes 
one of two principal directions: (1) the 
anxiety state somatic expressed mainly by 
autonomic disturbances; (2) the anxiety 
state phobic manifested by panic reactions 
occasioned and attached to objects and situa- 
tions. The former, when chronic, leads to 
neurasthenia, and the latter, to psychasthenic 
or obsessive-compulsive fixed phenomena. 
By and large, the type of anxiety state is 
initiated in past conditioning. 

Both sensitization and conditioning pre- 
suppose a period of exposure and the mobili- 
zation of reaction which in most cases can 
be interpreted as a defensive one. 


A textbook allergy used to be described 
mostly as a cause-and-effect-pattern relation 
between allergen and 
munological phenomenon. 


effector—an im- 
Dermatologists 
interested in allergies have made a con- 
siderable contribution in demonstrating that 
the reaction patterns are not stereotyped and 


even affect, either simultaneously or con- 
Submitted fer publication Jan. 19, 1959. 
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secutively, different forms of dermatoses, as 
well as different tissues and organs. 


Hence, the response was shown to vary 
and the allergen questionable, as the com- 
plete cause of the observed effect. 


The concept of “allergic personality” has 
been described by dermatologists and psy- 
chiatrists.1% 

It is needless to recall the dermatological 
literature of the past 15 years except by 
mentioning Dr. Frank Cormia,* Dr. Harry 
L. Arnold, and the excellent summaries of 
John H. Stokes and Herman Beerman ® and 
that of Maximilian E. Obermayer’s chapters 
on the subject.’ 


To sum up, they agree that between ex- 
tremes such as the morphology, the tissue 
pathology, and the physiopathogenesis of al- 
lergy, on the one hand, and the frankly 
psychiatric somatic manifestation, on the 
other, there is a whole range not only of 
overlapping but where both can coexist 
fundamentally or as a complication to a 
point where they are indistinguisable. Our 
object is to clarify somewhat these extremes 
and also these less simple clinical pictures 
where they mix. 

This is not an innovation as seen both 
in the dermatological and to less extent 
in the psychiatric literature. A quest for a 
clearer approach may thus be 
achieved. 


clinical 


One extreme reminds one of the days 
where syphilography was the only criterion 
as to the existence of syphilis. True, this 
helped to reassure many who suffered from 
syphilophobia, but no one today would state 
that the dermatoses are the alphabet which 
writes its diagnosis on the skin, as it were. 

Many dermatologists have proven to their 
satisfaction that tangible and minute descrip- 


ALLERGY AND CONDITIONING 


tion of the skin lesion in neurodermatoses, 
though laudable, may seem insufficient to 
determine a blanket recipe for its therapy. 


At the other extreme, there still seems to 
exist certain attempts at deriving a rigid 
description of the remote causes of the 
peripheral skin manifestations, such as “the 
dynamics of urticaria,” which may be useful 
for statistical purposes and, hence, a work- 
ing hypothesis. 


This manner of systematizing extremes 
has the limited value used by the older 
psychiatric textbooks in classifying the 
phobias, each complete with a Greek name, 
such as claustrophobia and agoraphobia, or 
the compulsions and obsessions, as klepto- 
mania, coprophilia, and necrophilia. 


The minutest description was powerless 
to explain these, much less indicate a 
therapy beyond frightening or forcing the 
patient into a make-believe reassurance. 


If we speak of neurodermatosis, we speak 
of neurosis, which is bound to be far more 
extensive, being central in its operation. The 
skin manifestation will be found to exhibit 
some of the features of the neurosis. 


Some specialists, conversant with neu- 
roses, distinguish a monosymptomatic neu- 
rosis—many gastroenterologists make that 
distinction. 


This is a neurotic expression which has 
lost its versatility. Symptoms which can- 
not be displaced are liable to be persistent 
or chronic, such as are other psychiatric 
entities: the compulsive, the manic-depres- 
sive, etc. 


In the dermatological literature we find 
reports noting this sort of interchange, the 
shifting of symptoms usually attributable to 
allergy which results in an eczema-asthma, 
hay fever complex, or asthma- prurigo com- 
plex, which frequently have been reported. 


Arnold describes a patient who was 
treated by alcohol injection for lichen sim- 
plex, whose healed peptic ulcer returned 
when the neurodermatitis subsided; another 
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who suffered a paranoid psychotic attack 
when the dermatosis was similarly impeded, 
verifying once more that “physical symp- 
toms often replace psychic symptomatology 
so that as one increases, the other de- 
creases,” * 


I could report the patient who had a 
vagotomy for a chronic duodenal ulcer and 
became acutely phobic to the point of in- 
capacitation; the patient whose urinary fre- 
quency disappeared to be replaced by nausea, 
and vice versa, another who had chronic 
diarrhea which subsided when rhinorrhea 
appeared. Alexander also reports a weepy 
patient who could weep no longer when she 
had a neurodermatitis.!” 


The above dermatological examples of 
neurosis thus closely resemble acute anxiety 
states with somatic manifestations in that 
they appear to represent varying displace- 
ments of autonomic expressions. Many 
psychiatrists have voiced the question thus: 
Once we have discovered the feeling which 
gives rise to the somatic manifestation, it is 
still impossible to predict why one patient 
has a rhinorrhea, one a diarrhea, and another 
an attack of arthritis, and still another an 
attack to urticaria. 


In fact, in what seem to be purely 
physically identical circumstances, no one 
so far has been able to tell why one patient 
in a fever cabinet raises his pressure by 
vasoconstriction, while the other goes into 
shock through vasodilatation. The explana- 
tion may be pharmacological or basically 
emotional. Autonomic mobilizations cannot 
be simple and fit all cases. 


A clue to the manner of reaction, as well 
as its meaning is found in conditioning. It 
may not be idle to pause for a moment and 
think of conditioning beyond the sketchy 
description of textbooks and the trite ex- 
amples of ringing a bell which starts the 
gastric juices, or even Pavloy’s ramblings 
on theology in order to defend his methods 
and conclusions. 


laws are formulated thus: 
“Under such and such a condition, such 


Physical 
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cause being present, such effect shall occur.” 
In conditioning, we depart from this: 


A boy walks on a dark street on a cold 
night. No one is about. Presently a tile 
falls at his feet from a roof. He leaps, 
his heart pounds, and he breaks into a sweat. 


Ten years later, one thousand miles away, 
he may well sweat and have tachycardia on 
a cold, dark, lonely street and not in the 
slightest remember his former experience. 


Ten years later, the conditions, some or 
one of them, being present, the original 
cause being absent—the same effect is pro- 
duced—circumstances or conditions here re- 
produce it. In our civilization anyone of 
us has been subjected to a limited number 
of conditionings. 

How could one protect a growing human 
being from becoming conditioned? 
these depend on haphazard circumstances, 
how could we prevent these from being in 
conflict ? 


Since 


If it is true that we retain some re- 
actions, will these not come in conflict with 
those of another age? 

What was perfectly acceptable at the age 
of 2 years is repulsive at 12 and may be 
attractive at the age of 22. From the first 
years of life, the conditioning was that of 
crying, if heeded; sucking, urinating, bowel 
action, washing. 

Every one of these became from the 
second year on the object of training by 
promise of pleasure, by threat of punish- 
ment. We could here give the example of 
one of our patients who most reluctantly 
admitted that he, a married man 12 years 
and father of two children, went every week 
to be bathed by his mother. He was quite 
certain that his disseminated neuroderma- 
tosis was much worse if he was prevented 
from the maternal ablutions. 
Psychoanalysts have very thoroughly 
analyzed for us the bowel-training period. 
One may as well, and we have, in many 
instances, analyzed the washing, drying, 
powdering, and dressing process. It is re- 
plete with conflict. Much has been described 
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elsewhere, starting with the seborrhea of 
the newborn, the perineal cleaning of night 
and day, the punishing ablutions every time 
the child got dirty or did filthy things, as 
well as the caressing, with possible erot- 
icism, 

The rough pattern of erotization 1s (1) 
an itch demanding friction, (2) congestion, 
(3) secretion. Another source of displace- 
ments is that detachment from its aim 
focuses and coordinates these reactions, each 
one being a frustrating fragment insatiable 
in itself. An example here could be given: 


This patient, who had a 
perineal pruritus, had attempted suicide re- 
peatedly. She was desperate after many 
therapies, including tatooing and nerve re- 
section, had failed. It was thought allowable 
in these terse circumstances to place her 
under hypnosis and displace the pruritus, 
first to a knee, then to an elbow. The pa- 
tient developed a pharyngitis, later hem- 
orrhoids, together with rhinorrhea and 
weeping (the latter could be interpreted as 
a separate emotional expression). 


persistent 


Another patient, after seeking unsuccess- 
fully sexual stimulation, developed angio- 
neurotic edema of the mouth; another 
patient developed edema of the eyelid with 
inability to open the eye for more than 


24 hours on various occasions. 

These examples and several others would 
tend to prove that these all are manifesta- 
tions of a central impulse, of which some 
are conditioned to be acceptable in one loca- 
tion and abhorrent in others. 


What occurs in the skin, it can be argued, 
is what occurs in other epithelia. The bouts 
of nausea which the patient may stimulate 
until vomiting occurs by the ingestion of 
alcohol, coffee, or even placing his finger in 
his throat; the spastic bowel further stimu- 
lated by irritants such as cathartics and 
enemas. 


Most of the autonomic neuroses can be 
summarized in two ancient words which 
describe a host of symptoms: (1) spasm, 
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wherever there is smooth muscle, (2) 
catarrh or rhea, such as seborrhea (or 
hyperhydrosis) or diarrhea, wherever gland- 
ular epithelia are present. All of these are 
unconscious—all subject to conditioning. 
Conditioning goes further: 


A young girl, age 5 years, went to the 
market place with her nursemaid. From 
the counter of a fishwagon slipped a slimy 
oyster and went with a splash to the pave- 
ment. No one knows how long before or 
thereafter she perceived an uncouth man 
who cleared his throat and spat on the 
ground. 


All of 20 years later at a fashionable din- 
ner she saw oysters served on the half shell. 
Her stomach churned. She had to leave the 
room before reaching the table. 


It must be noted here that what caused 
the vomiting is not the oyster, but the 
stomach rebelling against the ingestion of 
sputum. The oyster has become a symbol 
of sputum. Sputum may become a symbol 
of pus, semen, milk, ete. 

From a clinical standpoint, it is hence 
proposed that wherever the tentative diag- 
nosis of neurodermatitis is made, “history 
taking” is no longer a matter of confirming 
the diagnosis but is the beginning of therapy. 


If an opinion may be ventured concern- 
ing psychotherapy by a nonprofessional 
psychiatrist, it can be stated: The sugges- 
tions that specialists and general practition- 
ers use psychotherapy are too numerous to 
mention. They propose to transform one 
trained in objective dermatology into a semi- 
analyst capable of manipulation of trans- 
ference. This is second-rate analysis which 
would be like using a half-completed major 
operation for a possible minor ailment. The 
psychiatrist should make sure of consulta- 
tion. In individual patients—like these be- 
fore us—it serves little to memorize the 
literature and reports describing the rest- 
less, driving personality of the eczema- 
asthma patient. Minor therapy should 
include that which is so designed as to obtain 


Stmonart 


insight and information. Minor therapy is 
not so likely to succeed where we deal with 
a persistent monosymptomatic patient, who 
is apt to have a chronic anxiety of the ob- 
sessive sort. Perhaps it is somewhat more 
likely to succeed with the hysterical patient. 
To obtain insight into the genesis of a der- 
matosis is entirely within the powers of the 
objectively observant dermatologist, who 
then may be able to evaluate conditions and 
probable causes. 


Let us be practical. Three histories can 
easily be made of any patient: (1) educa- 
emotional evolution and conflicts. 
tional, marital, occupational, chronology; (2) 
chronology of autonomic nervous system 
disorder manifestations; (3) chronology of 


It must be borne in mind that many of the 
cases reported are those where the conflict 
that was present was not even hidden from 
consciousness, such as that of a marital 
situation lived with for many years. It is 
important in chronic cases to discover the 
various past manifestations of autonomic 
dysfunction, at what approximate age they 
occurred, and then attempt to link these with 
the conflict. Therapy has actually started 
here. This information is not only of value 
for the therapist but reassociates the somatic 
expression with the feelings, which give it 
birth in the patient. 


No small part in this reorganization is the 
result that the feeling is now expressed by 
word of mouth, and this may take place with 
great speed in imaginative patients. There is 
a great possibility that the patient will not 
have reacted somatically in the same manner 
at every period in his life, as it is well-nigh 
impossible to feel and express in identical 
ways at 6, 16, and 26. 


In most cases, this result need not involve 
skilled manipulation and transference be- 
yond that which can be accomplished by the 
kindly, concerned, learned human being 
which every patient expects to find in his 
doctor and every doctor hopes at all times 
to be. 


111 N. 49th St. 
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Fusarium Oxysporum Infection of the Nail 


Report of Cases 


EARL B. RITCHIE, M.D., and MARY E. PINKERTON, Ph.D., Galveston, Tex. 


In the following two cases which clini- 
cally were diagnosed as fungus infection of 
the nail, Fusarium oxysporum was isolated. 
Both cases were of long standing and the 
use of a wide range of fungicides, and even 


Submitted for publication Aug. 10, 1958. 

From the Department of Dermatology (J. Fred 
Mullins, M.D., Director), The University of Texas 
—Medical Branch. 


Fig. 1.—Infected nail. 





removal of the nail in one case had been 
ineffective. In the following study results 
of sensitivity tests of F. oxysporum to 
various fungicides lead to cure in both cases. 


Report of Cases 


A 48-year-old white housewife, whose hobby was 
gardening, was seen in March, 1956, for a recurrent 
infection of the right thumbnail of five years’ 
duration (Fig. 1). During this time her family 
physician had used a wide range of fungicides 
and had removed the nail twice. The entire nail 
plate was thin and flexible and undermined at the 
distal third, the nail bed being thickened and 
covered by dirty debris. Proximal to the undermined 
part, there was a half-moon-shaped, sharply cir- 
cumscribed, black area apparently on the under 
surface of the nail. No fungus elements were 
found from scrapings of the distal end of the 
nail bed. 


The involved part of the nail was removed. Black 
powdery material was scraped from the under- 
surface for microscopic and culture studies, and 
the nail was prepared for sectioning, then stained 
with hematoxylin and eosin and by the Hotchkiss- 
McManus method. 

Microscopic sections revealed spores of a fungus 
separating the nail in irregular laminations. The 
spores were P. A. S. positive in most areas, but 
some stained poorly and were probably degenerat- 
ing. There was a considerable amount of brown 
pigmentation of the invaded nail with a few chronic 
inflammatory cells present. An occasional short, 
septate mycelium was also present (Fig. 2). 

Scrapings of the nail were originally cultured 
on Littman’s oxgall agar fortified with actidione 
and chloramphenicol (Chloromycetin). The culture 
remained until the third week, when a 
uniform growth appeared on the nail particles, 
which proved to be Fusarium oxysporum ( Wollen- 
weber and Reinking, 1935"). The same species of 
Fusarium was isolated on the next occasion. On 
the third trial, an organism with macroconidia 
typical of Fusarium was found, but the colony 
was pink and glabrous, reminiscent of Cephalospor- 
ium species. Although fungi were still noted “in 
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Fig. 2.—Section of infected nail 
showing fungi. Hotchkiss-Mc- 
Manus stain; 60. 
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subsequent microscopic preparations, cultures were aerial mycelium, with the reverse of the colony 








negative. a dirty, tan color, more heavily pigmented in the 
On plain Littman’s agar, F. oxysporum grew center (Fig. 3). The colony was dark gray and 
rapidly and luxuriantly, producing gray, fuzzy, fuzzy with a lighter periphery, 10 mm. in diameter 
Fig. 3—F. oxysporum culture on Littman oxgall Fig. 4—F. oxysporum and Gram-negative bac- 
agar. teria on Mycosel agar. 
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on Littman’s agar fortified with actidione and 
chloramphenicol. Its reverse was a dark, reddish- 
purple color with a red-orange pigment diffused 
into the medium. The colony on Mycosel agar 
reached a diameter of 23 mm., was raised and 
consisted of a white, fluffy growth surrounded by 
a slimy bacterial growth (Fig. 4); the reverse 
was dark reddish-brown. On blood agar with 
chloramphenicol the colony reached a diameter of 
50 mm. There was a central depression with 
several white tufts surrounded by a gray, fluffy 
rim; the periphery showed appressed growth, and 
the reverse was dark brown in the center, with 
a zonate appearance. The gray surface mycelium 
was appressed, and the reverse was reddish-brown 
and zonate on a Sabouraud’s thiamine plate. 

On the original Littman’s agar culture, growing 
apparently symbiotically with the Fusarium, was a 
Gram-negative bacillus which produced an opaque 
glistening colony. Identification of the bacterium 
was not made, but it was found to be nonmotile, 
did not ferment sugars, liquefied gelatin, and 
slowly alkalinized litmus milk.* 

* Gram-negative bacilli, notably Pseudomonas 
aeruginosa, were cultured in 26.4% of 87 cases of 
suspected onychomycosis, occurring alone or associ- 
ated with fungi. 


Ritchie—Pinkerton 





Fig. 5.—Mycelium and spores of 
F. oxysporum; X 230. 


Microscopically, the septate, branched mycelium 
bore varied conidiophores producing clusters of 
conidia, a few of which were single-celled ovate 
cells (Cephalosporium type), and many were sev- 
eral-celled lunate macroconidia (Fusarium type). 
In older cultures there were many thick-walled, 
dark chlamydospores, some even developing in or 
from segments of macroconidia (Fig. 5). 


The second case of F. oxysporum was from the 
thumbnail of a 41-year-old housewife. The left 
thumbnail showed a greenish-black discoloration 
of the distal third, which was separated from 
its bed. The duration of this condition was two 
years. Potassium hydroxide preparations showed 
dense masses of spores. In addition to the Fusarium, 
a Candida species and Pseudomonas aeruginosa 
were also isolated from the culture of the nail. 
Sections of the nail showed compact masses of 
P. A. S.-positive spores adherent to the under 
surface only. 

The sensitivity of F. oxysporum to various 
fungicides, antibiotics, etc: was tested in vitro. 
To a Sabouraud’s agar culture in a small perfume 
bottle was added 2 ml. of sterile, distilled water, 
and the superficial growth was carefully scraped 
with a sterile spatula; 1 ml. of the resulting mixture 
was added to 4 ml. of distilled water in a test 
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Fig. 6.—Healed nail. 


tube; 0.1 ml. amounts of this dilution per 10 ml. 
of lukewarm Sabouraud’s agar was used per test 
plate. After cooling at room temperature and 
storage in the refrigerator for at least an hour, 
commercial antibiotic disks or small sterile filter- 
paper squares dipped in selected medications were 
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placed on the seeded plates. These were incubated 
at room temperature and examined daily for seven 
days. 

Thiomersal (Merthiolate) 1:1,000 produced the 
greatest zone of inhibition (30 mm.). Polyxmixin 
B, nystatin (Mycostatin), Verdefam, methylrosan- 
iline chloride (gentian violet) 1%, and actidione 
were less effective. 


Comment and Results of Treatment 


F. oxysporum has been incriminated in 
many plant diseases (Harshberger?) in 
which it parasitizes the vascular system and 
produces clinical signs of wilting. Other 
genera of Hyphomycetes which are plant 
pathogens as well as human parasites in- 
clude Sporotrichium, Cladosporium, and 
Cephalosporium. 

The pursuit of gardening may thus af- 
ford the opportunity of infection. It 1s 
interesting to note that in both cases the 
thumbnail only was involved. 

The fungicidal nature of thiomersal has 
also been noted by others (Powell and 
Jamieson,* Piercy*), and because of en- 
couraging in vitro results, therapeutic trials 
were made on our patients. A preparation 
containing thimerosal 1 :1,000 in a vanishing 
cream was ineffective, but the substitution 
of aqueous thiomersal 1:1,000 or the tinc- 
ture achieved complete remission in 4 to 6 
months (Fig. 6). 

Department of Dermatology, The University of 
Texas—Medical Branch. 
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Leprosy 


Report of a Case with a Rare Histopathological Feature 


MARC ALLEN WEINER, M.D., Washington, D. C. 


A 32-year-old native of Thailand presented him- 
self at the office on May 29, 1957, with the com- 
plaint of “rash on the right arm.” It had started 
four months before as a small asymptomatic red 
spot on the right elbow and had rapidly progressed 
to its present large size. Two weeks before this 
visit, while pressing clothes, he had burned part 
of the eruption with a hot flat-iron and was un- 
aware of doing so until he saw the burned skin 
later. 


Past history revealed that six to seven years 
ago he had had an asymptomatic red patch on 
the same elbow, which had cleared without treat- 
ment within a year. At the time of this visit he 
had been in the United States for almost a year. 
Neither his wife nor their three children in Thai- 
land had any cutaneous or neurological disorders. 
The patient had no systemic complaints. 

Examination: There is an elevated, scaly, softly 
indurated, centrally well-defined, peripherally less 
well-defined, orange-red band which forms a 25 cm. 
long oval ring on the extensor aspect of the right 
upper extremity (Fig. 1). On the lowermost arc 
of the ring there is a 5X7.5 cm. pink scaly patch 
containing islands of hypo- and hyperpigmentation, 
which patch is the area of the thermal burn sus- 
tained two weeks ago. On the right cheek there 
is a 15 mm. diameter livid, convex, smooth, in- 
durated nodule with two satellite papules. There 
are also about a dozen poorly defined, indurated, 
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Fig. 1—Annular erythematosquamous lesion 


completely encircling the right elbow. 





barely raised nodules, 5-20 mm. in diameter, o 
the lumbar, gluteal, and crural regions. 

The presence of indurated lesions and a large 
bizarre annular lesion which was insensitive to 
hot iron occurring in an Asian suggested the po 
sibility of leprosy. Further testing demonstrated the 
following findings: 1. Both ulnar nerves were 
palpable, the one on the right side being definitely 
enlarged. 2. There was anesthesia to heat, light 
touch, and pinprick within the confines of the 
large annular lesion of the right arm but no de- 
monstrable anesthesia in the other lesions. 3 The 
histamine skin test was positive. 

A punch biopsy of the arm lesion was performed. 

Microscopic sections showed a nodular granu- 
lomatous infiltration of the dermis. The diagnosis 
of leprosy was made. 

On June 10, 1957, the biopsy tissue block was 
sent to Dr. Chapman H. Binford, U. S. Public 
Health Service representative at the Armed Forces 
Institute of Pathology and Chief of Laboratory 
for Investigation of Leprosy, with the request for 
an acid-fast stain and report. His report of June 
17, 1957, is as follows: 

“The epidermis is intact. The rete pegs, while 
somewhat narrow are otherwise normal in number 
and length. Predominantly in the papillary and 
the subpapillary zones but extending around blood 
vessels and nerves to the subcutaneous tissue is a 
nodular or cord-like infiltrate composed of vari- 
ously sized, often vacuolated histiocytes, thin 
walled capillaries, and occasionally nests of 
lymphocytes. This infiltrate extends far up into 
many of the papillae to encroach on the basal cells 
of the epidermis. A few giant cells of undetermined 
type are in one papilla. More deeply in the speci- 
men there are a number of small nerves which 
are surrounded by the infiltrate. In some of these 
nerves there is a little infiltrate but others exhibit 
extensive intraneural infiltration by lymphocytes 
and foamy histiocytes. 

“The Fite-Faraco stains reveal numerous acid- 
fast bacilli within the histiocytes. The number in 
a cell may vary from 2 or 3 to large globular 
masses. At one place acid-fast bacilli are seen (and 
this I have never before encountered) in epidermal 
cells of the granular layer, and several clusters 
of bacilli are in desquamated epidermal cells. Many 
bacilli are present, also, within the nerves. i 
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Fig. 2—Skin; the dermal infiltrate is composed 
of rather poorly defined cells, neither distinctly 
“lepra” nor epithelioid type. The nodular pattern 
is somewhat suggestive of tuberculoid leprosy. 
Hematoxyin and eosin; (AFIP Acc. 808016) 
AFIP Neg. 57-9313; X 192. 


“The infiltrate is generally compatible with 
lepromatous leprosy in which macrophages have 
still retained a spindle-shape; however not in keep- 
ing with typical lepromatous leprosy is infiltration 
of the papillary zone and extension to the basal 


Fig. 3.—Artist’s drawing, 
which demonstrates the acid- 
fast bacilli within the epi- 
dermal cells and within the 
parakeratotic scales. The fine 
stippling is melanin pigment 
(AFIP Acc. 808016) AFIP 
Neg. 58-13480; > 1,000. 
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layer of the epidermis (failure to demonstrate the 
usual clear zone). Also against lepromatous leprosy 
is the lymphocytic infiltrate which is present in 
many of the small nerves. It is vividly demon- 
strated by this section that the patient is shedding 
organisms at this site and is an ‘open case’ of 
leprosy. 

“Diagnosis: Leprosy, dimorphous (borderline), 
predominantly lepromatous” (Figs. 2 and 3). 

Subsequently, an acid-fast stain of a smear from 
the nasal mucosa was negative; and a lepromin 
skin test produced a positive Fernandez reaction 
and a moderately positive Mitsuda reaction. 


Comment 


A perusal of Dr. R. G. Cochrane’s “A 
Practical Textbook of Leprosy”! failed to 
reveal any mention of the occurrence of 
Mycobacterium leprae in the epidermis 
proper and its desquamating scales. Dr. 
G. L. Fite, of the National Institutes of 
Health, Bethesda, Md., and Dr. H. W. 
Wade, Pathologist, Leonard Wood Me- 
morial, Culion, Philippines, reviewed the 
tissue sections in this case. They both stated 
that they had never seen lepra bacilli within 
epidermal cells but that they were obviously 
so located in these sections and not as arti- 
facts or as a contamination from external 
sources. 
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It would appear, therefore, that an “open 
case” need not always have cutaneous or 
mucosal ulceration. It is possible that pa- 
tients with apparently intact skin may be 
disseminating M. leprae and are an un- 
suspected source of contamination to others. 


Summary 


In a patient with the dimorphous (border- 
line) type of leprosy a rare histopathological 


_. Weiner 


feature was the presence of Mycobacterium 
leprae within intact and desquamating epi- 
dermal cells. It is suggested that this type 
of “open case,” even without cutaneous or 
mucosal ulceration, may be an unsuspected 
source of dissemination of bacilli. 


915 19th St, N. W. (6). 
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Report 


International Committee of Dermatology (C. I. D.) 


Meeting of Oct. 27, 1958, Paris, France 


l. Report of Drs. Gay Prieto and Sven Heller- 
strom concerning the steps which have been taken 
to have our League named a “nongovernmental” 
member of the World Health Organization. M. 
Bertrand, of the World Health Organization, let 
us know that our request will be considered in 
January, 1959.* 

Sir, 

I have the honour to refer to our previous 
correspondence concerning the application of 
the International League of Dermatological 
Societies for admission into official relations 
with the World Health Organization. 

I am pleased to inform you that, after 
considering the report of its Standing Com- 
mittee on Non-governmental organizations, 
the Executive Board of the World Health 
Organization, at its twenty-third session, 
decided to admit your Organization into 
official relations, 

I feel sure that this relationship will lead 
to close collaboration and fruitful work be- 
tween our two organizations. 

I have the honour to be, 
Sir, 
Your obedient Servant, 
M. G. Candau, M.D. 
Director-General 

Dr. Gay Prieto believes that if our request is 
accepted, it would be advantageous to have a 
permanent delegate of our Committee to remain in 
close relation with the World Health Organization. 

Upon the motion of Dr. Degos, Dr. Jadassohn 


was unanimously appointed to be our permanent 
delegate. 


2. Report of Dr. Degos on the C. I. O. M. S. to 
which he had been named representative of our 
League of Dermatological Societies. The question 


Absent and Excused: Dr. L. Brunsting, Dr. 
C. H. Flodén and Dr. M. I. Quiroga. 

Present: Dr. Marion B. Sulzberger, President ; 
Dr. Sven Hellerström, Secretary General; Dr. R. 
Degos; Dr. F. Flarer; Dr. J. Gay Prieto; Dr. 
W. Jadassohn; Dr. F. Kogoj; Dr. S. Lapiere; Dr. 
A. Marchionini; Dr. G. B. Mitchell-Heggs. 

* The following letter was received from the 
World Health Organization : 
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to be considered is that of whether we should 
take steps to become a titular member instead of 
an associate member of this organization. 

The Committee unanimously decided to maintain 
our present position as associate member but stated 
that the question of changing this membership 
could be discussed again at the next meeting of 
the International Committee of Dermatology. 

3. It was decided that the next meeting (the 
official meeting) of the International Committee 
of Dermatology would take place in September, 
1960, in Geneva, Switzerland. 

4. The XIIth International Congress of Derma- 
tology will take place in Washington, from Sept. 
9-15, 1962. The President will be Dr. D. M. 
Pillsbury, and Secretary, Dr. E. D. Osborne. 

5. Dr. Sulzberger reported on the steps which 
have been taken in the United States in approaching 
the government and various organizations for 
financial support of the next International Congress 
of Dermatology. 

6. The American organizers of the Congress, 
that is, the Committee for the XIIth International 
Congress, hope to be able to obtain a certain 
number of travel stipends which could be distributed 
to young dermatologists in order to enable them 
to come to attend the International Congress. 

It was moved that the Secretary of the Congress, 
Dr. Osborne, be requested to secure from Dr. 
Hellerström the names of the delegates of each 
country so that he, Dr. Osborne, could request | 
that these delegates suggest the names of scientists 
whom they think merit assignment of travel stipends 
to help them attend the Congress. The actual dis- 
tribution of the stipends will be the prerogative 
of the Committee of the XIIth Congress. 

7. The International Committee decided that the 
national delegates for the next Congress should 
be named before the next meeting of the Interna- 
tional Committee of Dermatology, that is, before 
July, 1960. 

Dr. Hellerstrom will take the necessary steps 
to inform the National Societies so that they will 
have time to elect their delegates before the next 
meeting of the International Committee. 

The national delegates will also be requested to 
submit before the next meeting of the Internatienal 
Committee a list of opening discussers whom they 
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suggest to participate in the different subjects 
reported on at the Congress. 


8. The International Committee of Dermatology 
decided that the President and Secretary General of 
the next Congress should be invited to the next 
meeting of the International Committee in Geneva, 
in September, 1960, in order to give their opinion 
concerning the organization of the forthcoming 
Congress and particularly concerning the scientific 
program. 


9. In order to assure liaison between the Inter- 
national Committee of Dermatology and the Com- 
mittee of the XIIth International Congress, it 
seems indispensable that the President of the Inter- 
national Committee, Dr. Sulzberger, be exofficio 
member of all the principal Committees of the 
Congress and in particular, of the Scientific Com- 
mittee. a 


10. In accordance with Paragraph 2 of the 
statutes of the International League of Derma- 
tological Societies, the scientific program of the 
Congress must be established by the International 
Committee of Dermatology at the time of its 
meeting in September, 1960, insofar as it concerns 
the choice of subjects as well as that of the 
speakers. 


11. The Committee accepts the proposition of 
Dr. Sulzberger and Dr. Hellerström to organize 
the forthcoming Congress in the following manner: 
three days—reserved for the principal topics, with 
a suggested minimum of six; and in each of the 
lecture rooms simultaneous translation (forenoon, 
statements of the official reporters; afternoon, dis- 
cussion of the reported subjects of the morning, all 
with simultaneous translation) ; one day—symposia 
(10 to 15 taking place at the same time): one 
day—case presentations; one day—free. 


_, Sulzberger 


At its forthcoming meeting, the International 
Committee of Dermatology will choose the principal 
topics, the speakers, the directors of discussion, 
those who are invited to open the discussion, and 
the topics of the symposia. 

12. The presentation of cases at the Congress: 
Dr. Sulzberger proposes that in consideration of 
the very great number of enrollees that are 
awaited, to show the cases by television. 

A committee restricted to clinicians who are 
highly qualified (about 40) which will be selected 
in advance by the International Committee of 
Dermatology will be the only ones authorized to 
see the cases directly, in order to open their dis- 
cussion before the body of the enrollees of the 
Congress. 

13. The contribution of the participating societies 
of the International Committee of Dermatology. 
Dues: The societies which will have paid their 
dues (for the period of 1957 to 1962) before the 
next meeting of the International Committee of 
Dermatology, in September, 1960, will have the 
right (1) to send their delegates to the Congress, 
(2) to propose the names of persons whom they 
think deserve the travel stipends, (3) to propose 
names for opening discussers. The societies which 
will not have paid their dues by September, 1960, 
will not have any of these rights unless the Com- 
mittee believes that they have shown good and 
sufficient reasons for demanding a delay in payment. 

14. The present protocol, edited by Drs. Sulz- 
berger, Hellerstrom and Degos, will be sent to all 
the different participating societies. 

M. B. SULZBERGER 

New York University 
Post-Graduate Medical School 
550 Ist Ave. 

New York 16 
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Clinical Notes, New Instruments and ‘Techniques 





Erythema Multiforme (Stevens-Johnson Syndrome) 


with Dermatitis Exfoliativa 


LEON GOLDMAN, M.D., and FRED GOLDMAN, M.D., Cincinnati 


There is continued interest (unfortunately, chiefly 
nosological) in the severe and extensive forms of 
erythema multiforme bullosum and in the response 
of these reactions to intensive corticosteroid 
therapy. We would like to report a case with skin 
involvement of the entire body. This is the severest 
form of this we have seen. We would agree with 
Friedmann and Pathé' that severe ocular involve- 
ment and a serious prognosis are the essential 
characteristic features of this syndrome which 
distinguish this type from other forms of erythema 
multiforme bullosum. Since this term, Stevens- 
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Extensive involvement of the trunk shortly after 
admission. 
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Johnson syndrome, is still used so commonly, we 
have employed this phrase. Dermatologists should 
prefer the term of severe erythema multiforme 
bullosum with ocular and mucosal involvement. 


Report of Case 


A 19-year-old white woman was admitted to the 
Jewish Hospital on June 8, 1958. This was her 
first episode of any skin, mouth, or eye trouble. 
Her illness began five days previously with a pain- 
ful stomatitis, which became rapidly severe and 
was followed the next day by a conjunctivitis, 
fever, and a generalized morbilliform eruption. 
The morbilliform eruption within 24 hours had de- 
veloped into large blisters. The husband of the 
patient had had a stomatitis and “cold” some few 
days previously. There was no other case of this 
in the immediate neighborhood, although we saw 
at that time, at the Cincinnati General Hospital 
and in practice among medical and nursing per- 
sonnel three cases of conjunctivitis associated with 
stomatitis. No one in the family of the patient or 
her friends had fever blisters. She had been swim- 
ming and sun-bathing. 

On admission the patient was semicomatose, with 
a temperature of 105 F. The entire skin was in- 
volved, from the head to the feet, with a generalized 
bullous eruption over the face and entire trunk and 
maculopapular lesions on the lower extremities 
and on the fingers. There was no area of unin- 
volved skin about the entire trunk. The eyelids 
were reddened, edematous, and raw. The eyeball 
could not be seen. There were edema and extensive 
erosion of the lips, and it was difficult to examine 
the mouth. Nikolsky’s sign was present. The 
bullous reaction involved the vulva but not the 
rectum. Later the perianal area was involved. The 
pertinent findings were limited to her severely 
toxic, semicomatose state and the involvement of 
the skin, mouth, eyes, vagina, and anal area. 

On admission, laboratory studies showed a red 
cell count of 5,400,000, with a hemoglobin of 15.4 
gm.; a white cell count of 7,500, with poly- 
morphonuclear cells 66%, lymphocytes 26%, and 
monocytes 8%. The urine showed an albuminuria 


of 80 mg. % and no other abnormal findings. 


ERYTHEMA MULTIFORME 


Attempts to make blood-chemistry studies were 
unsuccessful until 11 days after admission because 
of the unavailability of superficial veins. Smears 
of the bulla fluids showed no organisms; cultures 
were sterile, and differential cell count showed 
96% monocytes and 4% polymorphonuclear cells. 
No viral studies were done.* An incision was done 
in the leg because the sore mouth precluded her 
taking fluids and nourishment, and intravenous 
corticotropin (ACTH) drip was started with 60 
units. Intramuscular erythromycin was given and 
continued until she was able to take it orally. 
After 12 hours the intravenous corticotropin was 
repeated, and, in addition, intravenous prednisolone 
hemisuccinate, 66.4 mg., was given. Intravenous 
corticotropin was continued for two days, and 
intravenous corticosteroid was continued for four 
days. On the fifth day after admission, 33.4 mg. 
of prednisolone was given intravenously and 20 
mg. of oral triamcinolone; from the sixth day, only 
oral triamcinolone, 32 mg. daily. The dosage of 
triamcinolone was reduced gradually to 4 mg. a 
day. On June 19 and 20 she was given 15 units of 
corticotropin, and on June 21, was discharged from 
the hospital. She was maintained on fluids given 
intravenously through the vein cut-down in the leg 
until she was able to maintain a satisfactory oral 
intake. She also received several units of serum 
albumen. 


For local therapy the patient had Polysporin 
(polymixin B and bacitracin) ointment to the eyes 
and saline mouth irrigations. She rested on sterile 
petroleum jelly gauze sheets and was treated with 
an open-exposure type of therapy as for a severe 
burn case. Unlike the burn case, clinically the pa- 
tient did not have the degree of shock or the 
blood concentration as far as could be determined. 
The eyes were treated with antibiotics locally. Eye 
consultation indicated only some conjunctivitis and 
involvement of the eyelids. There was no keratitis. 
No topical corticosteroids were used on the eyes in 
the initial period of her therapy. The first blood 
_ chemistry study, on blood obtained some three days 
after admission from the finger tip, showed a 
BUN of 13 mg. %. Frequent blood cell counts 
were made, and there was no marked change in 
the red cell count after admission, The highest 
white cell count was 12,400. There was never any 
eosinophilia. The urinary protein was reduced to 
5 mg. %. On June 19, blood sodium was 136 mEq. 
per liter; potassium, 6.7 mEq. per liter (probably 
owing to intravenous injections of KCl) ; chlorides, 
93 mEq. per liter; serum proteins, 6.42 mg. %, 
with albumin, 2.34, and globulin, 4.08. The bulla 
fluid showed no L. E. cells. On June 21, serum 
potassium was normal. Blood cultures were sterile. 
Nonhemolytic streptococci were isolated from the 
mouth. 

The patient made gradual improvement under 
the regimen of intravenous corticotropin and 


Goldman—Goldman 


prednisolone and antibiotic therapy. The lesions 
healed rapidly first over the trunk and then over 
the extremities. The lesions of the lower ex- 
tremities, even under therapy, had gradually be- 
come vesicular, petechial, and purpuric. Extensive 
continued 24-hour nursing care kept the patient 
comfortable. 


The slow convalescence was associated with 
gradual healing of all of the lesions except of the 
eyes and tongue. Extensive milia developed on the 
face. This reaction was similar to the patient of 
Friedmann and Pathé.’ The tongue presented a con- 
tinued atrophy with an extensive superficial central 
ulceration. At present there are permanent atrophic 
areas in the tongue as well as in the vagina. Over 
a period of several months this healed gradually. 
Then she developed an ulcerative keratitis, which 
was thought to be due to the irritation of the eye- 
lashes from the developing entropion. The eye 
reaction persisted in the form of a severe entropion 
with trichiasis. Drs. A. W. McCally and Donaly 
J. Lyle, her ophthalmologists, reported an active 
corneal ulcer of the left eye. Grafting will be 
necessary later to treat this disturbing entropia and 
trichiasis. 


Comment 


This patient, then, showed typical features of 
this syndrome, a young person with mouth, ocular, 
and skin reactions. It is of interest that the ocular 
reactions were secondary to the skin involvement 
of the eyelids. She had, unlike our other cases, 
complete body exfoliation. It was felt that the 
intravenous corticotropin and the intravenous 
corticosteroids provided available steroid for this 
extremely ill patient. At present, intravenous 
corticosteroids are our routine therapy for the in- 
patient with severe erythema multiforme bullosum. 
With potent intravenous corticosteroids now avail- 
able, it is no longer necessary to use intravenous 
corticotropin. Previously we had not had the prob- 
lem of such extensive skin involvement that veni- 
puncture was not possible. It is worth while for 
this syndrome to cut-down on a vein to provide con- 
tinued intravenous therapy. This should be done by 
the surgical staff familiar with the intravascular 
cannulization. The extensive buccal involvement 
initially prevented oral therapy. For immediately 
effective corticotropin and corticosteroid therapy, 
the intravenous route is preferred to the intra- 
muscular, 


It was suggested also, that, unlike in the burn 
case, the extensive involvement of the skin with 
bullous lesions did not produce the shock, as far 
as we could tell without adequate laboratory studies. 

Again, attention is called to the severity of the 
eye lesions in this syndrome.* The family should 
be informed of this in advance so they can be 
prepared for these ocular reactions later. ; 
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Summary 


A severe case of Stevens-Johnson syndrome with 
complete body involvement is presented. The 
severity and persistence of the ocular reactions 
in spite of intravenous corticotropin and intravenous 
corticosteroid therapy is emphasized. 


Department of Dermatology, Cincinnati General 
Hospital (29). 
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Treatment of Acute Sunburn Reaction with 


Triamcinolone 


MILTON M. CAHN, M.D., Philadelphia, and EDWIN J. LEVY, M.D., Lansdowne, Pa. 


Acute sunburn results from overexposure to the 
erythemogenic rays of sunlight, which are in the 
spectral range from 2,900 A. to 3,150 A> The 
following report concerns the short-term treatment 
of acute sunburn reactions with triamcinolone 
( Kenacort* ). 

‘Fourteen patients with severe sunburn were seen 
during July, 1958. Thirteen were adults, and one 
a child aged 11 years. Each adult received 16 mg. 
of triamcinolone, as an initial dose, followed by 
12 mg. in divided doses within the next 18 hours 
(4 mg. every 6 hours for three doses). Nine 
patients required no further treatment. The re- 
maining four patients, who were the more severely 
sunburned, required an additional 12 mg. over the 
succeeding 18 hours, The child was given an 
initial dose of 12 mg., followed by an additional 
12 mg. in divided doses over the next 18 hours for 
a total of 24 mg. 


Results 


Improvement in each patient was rapid. Within 
4 hours pain and burning diminished and fever and 
chills were lessened, and in 12 hours all patients 
felt remarkably improved. Four of the more 
severely sunburned patients, who had bullae and 
edema of the face, hands, and feet, with chills 
and fever, were able to return to limited normal 
activity within 24 hours of the onset of triam- 
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cinolone therapy. No relapses occurred in this 
small group of patients. 

Local treatment consisted only of cool starch 
baths for 20 minutes every 2 to 4 hours and cool 
water compresses to swollen areas, such as the 
face, hands, and feet. Large bullae were ruptured 
in the four patients presenting such lesions. No 
ointment or dressing was used. 

No side-effects from the drug were noted in these 
14 patients.? Caution must always be exercised, 
however, when administering corticosteroid therapy, 
regardless of the amount prescribed or the length of 
time taken, because of the possible danger involved 
should some overwhelming intercurrent stress (such 
as the need for emergency surgery) arise. 


Summary 


A rapid method for treating acute sunburn reac- 
tions with triamcinolone (Kenacort) is reported. | 

Fourteen patients (thirteen adults and one child) 
were treated with a large initial dose, followed by 
smaller doses for 12 to 24 hours. 

In each instance, response to treatment, as 
measured by subsidence of pain, edema, chills, 
and fever, was dramatic. 


1930 Chestnut St. (3). 
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The Use of Triquin in the Treatment of Discoid Lupus 
Erythematosus and Some Other Skin Conditions 


CHARLES SHEARD Jr., M.D., Stamford, Conn., and MARK R. MARCIANO, M.D., New York 


The antimalarial drugs quinacrine (Atabrine) ,?* In the Table we have listed the data concerning 
chloroquine (Aralen),* and hydroxychloroquine the dosage and duration of treatment, as well as 
(Plaquenil),* as well as amodiaquin (Camoquin),° the results. This can be summarized briefly as 
have been used in the treatment of discoid lupus 18 excellent and 5 moderately good results out of 
erythematosus and in the suppression of poly- a total of 23 patients with discoid lupus erythema- 
morphous light eruption. tosus, of whom 12 had had no previous treatment 
and 11 had had some considerable treatment (4 
with no improvement until the use of Triquin). 
Previous therapy included the use of gold, bismuth, 
quinacrine, chloroquine, hydroxychloroquine, and 
amodiaquin and even x-radiation in one patient. 

There were also five patients who manifested 


Since the summer of 1955 we have observed the 
results of the treatment of these diseases with a 
tablet which is a combination of quinacrine 25 
mg., chloroquine 50 mg., and hydroxychloroquine 
65 mg., called Triquin,* and have come to the 


Submitted for publication Noy. 10, 1958. polymorphous light eruptions, and in these, since 
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Marciano). protection.’ 

* Supplied by Winthrop-Stearns, Inc. New York. There was one case of Senear-Usher syndrome 
conclusion that the combination tablet is a very whose requirement of corticotropin (ACTH) was 
effective and safe method of treatment. reduced from 240 units per week to 80 units per 


Treatment with Triquin 


a = SS SSS = nnm —————LLL 


Length of 
Duration Time on 
Pa- of Disease Prior Daily Results, Triquin, 
tient Age Sex Diagnosis ar. Treatment? Dosage % Clearing Mo. Side-Effect 
1 34 F L. E. 9 Yes 3-4 50 10 — 
2 59 F L. E. A Yes 2-3 95 7 Slight nausea on 3 daily 
3 52 M LE. 4 No 1 95 1 — 
4 38 M L. E. 5 Yes 3 95 7 — 
5 40 M L. E. 10 Yes 3 95 5 — 
6 685 M L. E. 1 No 2 50 3 — 
7 28 M L. E. T No 3 50 3 — 
8 30 F L. E. 4 Yes 2 100 1 — 
9 46 F L. E. lo No 2 100 6 Slight pigmentation 
t10 68 F L. B. 6 Yes 2 95 13 — 
il 37 F L. E. 1 No 2 95 13 — 
12 45 F L. E. 17 Yes 2 60 7 — 
13 43 F L. E. ri Yes 2 95 4 — 
l4 45 F L. E. 9 Yes 1-2 100 7 — 
15 68 F L: E. 2 Yes 1 95 3 Headache, switched to 
hydroxychloroquine 
16 23 M L. E. 7 No 2 95 3 — 
17 60 M L. E. ly No 2 60 3 — 
I8 35 M L. E. 1 No 3 100 5 — 
19 49 F L. E. 1% Yes 3 90 5 — 
20 30 M L. E 3 No 3 95 3 Occas. abdominal cramps 
21 35 F L. E. 1 No 2-3 95 3 Nausea & loose movements 
22 15 M L. E. 2 No 3 95 5 — 
23 54 F L. E. 5 No 1-2 100 2 Nausea on empty stomach 
24 45 F Poly. light ly No 1 Excell. protec. 3 wk. — 
25 32 F Poly. light 15 No 1 Excell. protec. 3 — 
26 50 F Poly. light 2 No 1 Excell. protec. 3 = 
27 46 M Senear- Vy No 1 Improvement 4 — 
Ussher (Corticotro- 
pin only) 








ee 
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week by the addition of at first 2 and later 1 Triquin 
tablet daily. 

Not listed in the Table are seven patients with 
diseases that were unlikely to benefit from Triquin 
but who were tried on it, nevertheless. These 
were one case of panniculitis, one case of multiple 
benign superficial epitheliomata, one case of multiple 
actinic keratoses of the face, and four cases of 
seborrheic dermatitis with a questionable element 
of light aggravation. As might be expected, none 
of these patients derived any benefit from Triquin. 

Out of 27 patients treated, only 6 had what could 
be described as any side-effects at all, and all of 
them were minor. One 68-year-old woman com- 
plained of headache with Triquin, which disap- 
peared when hydroxychloroquine was substituted. 
One brunette woman developed a slight yellowish 
pigmentation after six months on 2 tablets daily. 
There were two women and one man who admitted 
a slight tendency to nausea when they took their 
tablets on an empty stomach, and one woman had 
occasional loose bowel movements. Of those pa- 
tients in whom it was felt wise to do blood cell 
counts, there had been no change during treat- 
ment.” 


Comment 


If dosage is discontinued, the patients tend to 
relapse the following spring. It has been our 
custom to advise patients to restart the medication 
in May and continue until late October, adjusting 
the dosage as needed. Some patients need small 
doses in the winter, too, especially if exposed to 
sun, e. g., a trip to Florida. When one antimalarial 
drug fails to work quickly, often a change to a 
different one brings the desired result. It is our 
feeling that although therapy with the antimalarial 
drugs is not always curative, it is satisfactorily 
suppressive and has proven free of serious reactions. 


Summary and Conclusions 


Triquin (quinacrine, chloroquine, and hydroxy- 
chloroquine) is an effective and safe treatment for 
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discoid lupus erythematosus and polymorphous light 
eruption. It gave excellent results in the majority 
of patients treated and cleared four patients in 
whom previous therapy had been ineffective. It is 
a very worth-while addition to our methods of 
management of this disease. 


76 Glenbrook Rd. 
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Rectal Chancre 


Report of a Case 


BENJAMIN T. WELLS, M.D.; ROBERT R. KIERLAND, M.D., and RAYMOND J. JACKMAN, M.D., 


Rochester, Minn. 


Syphilis of the rectum is rare, and cases 
with primary chancre of the rectum are 
seldom observed clinically. Therefore, re- 
ports of substantiated cases of rectal 
chancre have appeared in the literature in- 
frequently. This may be due less to their 
low incidence of occurrence than to (1) 
failure to consider syphilis as a diagnosis 
along with the more usual other rectal 
conditions that share a clinical resemblance; 
(2) self-treatment by patients who consider 
their symptoms due to hemorrhoids, rectal 
irritations, and so on; (3) avoidance of 
medical attention because of fear of being 
discovered as sexual deviates, and (4) 
failure of physicians to consider the rectum 
as a possible site for primary syphilitic 
infection when confronted with positive re- 
sults from serologic studies or manifesta- 
tions of secondary syphilis. Since chancre 
of the rectum is acquired most often 
through the practice of pederasty, if the 
high incidence of homosexuality in this 
country as reported by Kinsey and asso- 
ciates + (37% of the total male population 
having some homosexual experience at 
some time between adolescence and old 
age) is assumed to be correct, then the 
incidence of primary syphilitic infection 
of the rectum should be higher than the 
number of reported cases would indicate. 
Articles by Hinrichsen °? and by Kanee and 
Hunt? have stressed the importance of 
homosexual and other unusual sexual be- 
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havior in the spread of venereal diseases. 

Jones and Janis* reported an unusual 
case of rectal chancre existing simultane- 
ously with gonorrheal proctitis in a homo- 
sexual male living as a female. Two cases 
of syphilis of the rectum, one simulating a 
malignant condition and one originally con- 
sidered to be fissure in ano, were described 
by Lieberman.” Hecht ® has described the 
case of a patient who without prior biopsy 
underwent surgical treatment for a rectal 
lesion thought to be malignant in spite of 
a positive serologic finding but who devel- 
oped a secondary syphilitic eruption during 
his convalescence and then was thought to 
have had a primary rectal chancre. 

The appearance of anal lesions in pri- 
mary syphilis seems somewhat commoner. 
Downing‘ found that among 691 cases of 
primary syphilis seen at the Boston City 
Hospital from 1908 to 1930, inclusive, 
2.6% had primary lesions of the anus. 
Porter * found 2 instances (3.7%) of anal 
chancre among 54 extragenital syphilitic 
lesions studied. Three cases of anal chancre, 
two in males with a positive history of anal 
coitus and one in a female who denied anal 
intercourse, were described by Landsman.’ 
Wile and Holman?’ found only 1 anal 
chancre (1.5%) in a survey of 68 cases 
of extragenital chancre. Goodman 1! re- 
cently has referred to a study in which 7 
patients with anal lesions were found 
among 40 male patients presenting mani- 
festations of infectious syphilis, all of 
whom admitted sexual exposure to men. In 
a much earlier paper, Martin and Kallet 12 
concluded that primary syphilis of the 
anorectal region is not uncommon. In 300 
proctologic cases seen in one year, they 
found 20 patients with proved chancres of 
the anorectal region.. ` 
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Report of Case 


The case here reported is offered as an 
interesting example of a seropositive pri- 
mary chancre of the rectum. 


A 37-year-old unmarried white man was seen 
at the Mayo Clinic in the summer of 1958 for 
evaluation of a “recurrent rectal polyp.” He had 
returned to the United States on the previous day, 
ending a four-month tour of Europe. Ten days 
previously he had noted onset of headache, general 
malaise, arthralgia, myalgia, and elevation of 
temperature to 99.2 F. In addition, he had been 
constipated; his stools had contained much mucous 
material, and he had noted a small amount of 
bright blood on the toilet tissue although he had 
experienced no rectal discomfort. He had consulted 
a doctor who apparently had discovered a rectal 
“polyp” through digital examination and had 
treated the patient with laxatives and an antibiotic. 
The symptoms had cleared rapidly, but the patient 
had decided to return to the United States for a 
recheck of the lesion. 

He had been a patient at this clinic one year 
before, with a history of having had several rectal 
polyps removed elsewhere, and proctoscopic exami- 
nation had revealed two small polyps of the rectal 
mucosa which subsequently had been fulgurated. 
A follow-up examination just prior to his European 
trip had revealed no abnormalities. Concern at 
what he supposed to be a recurrence of his previous 
rectal lesions had caused him to return for reex- 
amination. 

The patient stated that in 1953 he had had 
gonorrheal urethritis for which he had received 
penicillin injections but that follow-up blood studies 
had been reported as normal. Results of serologic 
tests for syphilis at this clinic in 1954 and 1957 
had been negative. While in Europe, he had had 
intercourse with women on at least 10 occasions, 
but he denied any unusual or abnormal sexual 
practices. The last sexual contact was said to 
have occurred six weeks before his return to the 
clinic. Nothing else in the history was unusual. 


The patient appeared to be in good health, and 
findings in the examination were satisfactory. 
Proctoscopic examination revealed a single, in- 
durated, irregularly contoured ulcer on the anterior 
rectal wall about 7 cm. above the dentate margin. 
The lesion was about 2 cm. by 2 cm. in extent and 
was elevated a few millimeters above the sur- 
rounding normal mucosa. Objectively, it was 
thought to be a lesion of inflammatory granulom- 
atous type, but the specific nature of it was not 
considered until a positive finding on a serologic 
test was reported the following day. 

A specimen removed for dark-field examination 
at this time was found to be positive, thus confirm- 
irg our suspicions. The results of laboratory tests 
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performed on the day of examination and 
(marked *) three days later were conclusive. 
Serologic tests and findings were as follows: 
VDRL, reactive, reactive*; Kahn, reactive 4+, 
reactive 4+ *; Hinton, reactive*; (Kolmer) 
Wassermann, reactive,* and titer, 1:256.* Cerebro- 
spinal fluid tests and findings were as follows: 
Kolmer, nonreactive; colloidal gold, 000000; cell 
count, 8 per cubic millimeter (7 lymphocytes and 
1 polymorphonuclear neutrophil), and proteins, 
45 mg. per 100 ml. Tissue cultures from the rectal 
ulcer were negative for Brucella, fungi, and enteric 
pathogens. An acid-fast smear from the ulcer was 
negative. Biopsy of the ulcer identified inflam- 
matory granulation tissue. 


Thorough neurologic examination revealed no 
significant abnormalities. A diagnosis was made 
of primary syphilis with extragenital chancre 
(rectum), seropositive. Penicillin therapy, 600,000 
units daily for 10 days, was given. At a final 
proctologic examination the ulcer was found to be 
healing well. The patient was dismissed with 
advice to have further antisyphilitic therapy in 
four months’ time. 


Summary 


A case of primary syphilis with extra- 
genital chancre (rectum), seropositive, in 
a 37-year-old white man is reported. It is 
suggested that the relatively few reported 
cases of rectal chancre in the literature re- 
flect the infrequent recognition of the 
lesion, rather than a low incidence. 


Addendum 


The patient whose case history is pre- 
sented was seen again at this clinic in early 
January, 1958, for a follow-up examination, 
at which time the previously described 
rectal chancre was noted to be completely 
healed, with some residual scarring. 


Reports of laboratory studies were as 
follows: Kolmer, weakly reactive; Hinton, 


nonreactive; Kahn, nonreactive; Kline, 
weakly reactive. 
Mayo Clinic. 
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EFFECT OF UREA UPON EPITHELIAL CELLS 


To The Editor:—Reference has been made in recent numbers to the use of synthetic urine 
and of the natural variety as local application for chronic leg ulcers. Butterworth, T.: A. M. A. 
ArcH. DerMat. 78:91 (July) 1958: Lackenbacher, R. S.: A. M.A. Arco. DERMAT. 78:762 
(Dec.) 1958. May I add to the record concerning this type of treatment? 

Over 20 vears ago a captain, who had gone in sailing ships to many parts of the world, 
told me of a treatment which sailors frequently used in those days to cure chronic sores on 
their feet. These were known as “salt water sores.” Of course, the seamen went barefooted. 
My informant said they used to keep a pot of urine on the deck and dip their sore feet in it 
occasionally. He assured me it seemed to produce beneficial results. I have read that “sympathetic 
powder” and “sympathetic salve” were famous treatments in the 17th century. The chief 
ingredients of the ointment were moss from dead men’s skulls, human blood, and linseed oil. 
The following quotation from Salmon (about 1693) is apropos of the subject: “If the 
weapon wounding, or anything dipped in the Blood be dressed with it, it will cure the Wound, 
though the patient be never so far away; dip the weapon into the ointment and leave it so, 
the Patient in the morning washing the Wound in his own Water, and without adding anything 
else, tie it up warm and carefully, and the Patient will be cured without pain.” It is to be noted 
that the “sympathetic salve” was applied to the weapon but the patient's wound was treated 
with urine! 

Up to about the beginning of this century it was said to be the custom of many women 
who took care of some babies to wipe their own cheeks with the wet napkin in order to give 
themselves a beautiful complexion, and it was further reported that many of them did have 
beautiful complexions! Is it not possible that the common denominator of all these empirical 
therapeutic methods may be found in certain reported values of urea and its salts in promoting 
the health, well-being, and growth of epithelial cells ? 


K. A. Barr, M.D. 
562 Dunn Ave. 
Lancaster, N. B., Canada 


THE HECHT TEST FOR DETECTING THE ANTIBODY IN SYPHILIS 


To the Editor:—On May 10, 1906, thus 53 years ago, an article entitled “Eine Serodhag- 
nostische Reaktion bei Syphilis” appeared in the Deutsche medizinische Wochenschrift. The 
method was introduced by Wassermann, Neisser, and Bruck and was based on the ingemous 
principles of Bordet and Gengou’s complement fixation. It was an indirect method of detecting 
the antibody in syphilis, the direct methods dealing with the treponemata at that time having 
failed. The importance of this diagnostic aid in the discovery and control of syphilis can 
never be estimated. 

The complications encountered in the performance of this complicated test led to numerous 
modifications, as well as to simplifications. In December, 1908, Dr. Hugo Hecht, then at 
Prague and now at Cleveland, published a preliminary paper under the title, “A Simplification 
of the Complement Fixation Test for Syphilis.” This was followed within a few months by 
a second article. In May, 1910, Hecht reported the results obtained by more than a dozen 
serologists in different countries. By 1911, Hecht had succeeded in improving his original 
method by a careful evaluation of the alcoholic antigen-extract so as to make it more specific. 
Additional improvements on the hemolytic system, the use of Jacobsthal’s method of refrigera- 
tion incubation, and the eventual employment of Pangborn’s antigen were made by him 
and also by others so that the test became much more sensitive and specific. The Hecht test 
was widely employed in France and the United States, as well as in many other countries 
with some variations. 

The Pasteur Institute in Paris accepted the Levaditi-Latapie modification. Many other 
modifications appeared; namely, the Bénard and Joltrain, Bauer and Hallion, Weinberg, . 
Mutermilch, Rénaud, Tribondeau, Rubinstein, Telmon, Ronchése, and Rodillon variations. 
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Hecht’s test was introduced in Italy by Beretvas and in Germany by Bruck, Behrmann, and 
Rosenberg. Bruck was one of the associates of Wassermann. In the United States the test 
was first used by Gradwohl in 1916. More than 200 original papers have been published in 
many languages during the 53 years since the appearance of Hecht’s first paper. It is of 
interest to know that the test has been applied in gonorrhea, tuberculosis, echinococcus disease, 
and others. 

It is strange indeed how credit is displaced from and not lost to those who really deserve 
it. At the first serological conference of the League of Nation’s Hygienic Section in 
Copenhagen in 1923, the Hecht test with Mutermilch’s modification gave the best results 
then obtainable. The Chairman of the Section, at this time, sent a formal congratulatory letter 
to Professor Hecht, but his name, through some oversight, never appeared on the official 
protocol. Again, at the second Serological Conference in Montevideo in 1928 the Ballung 
reaction was proclaimed the best flocculation test then in general use. The records showed 
only R. Miuller’s name for this reaction instead of the Hecht-Miiller (HK FR-Kugelflockung). 

Many new and valuable tests have since been developed, which is in keeping with the 
biological character of these reactions and the developmental process in medicine. It is, 
however, a great satisfaction and certainly a rare experience for an investigator to have 
witnessed the application of his test over the course of half a century. Syphilis is strictly a 
disease of man and was one of his worst afflictions, The contributions made since the beginning 
of this century in this disease have been brilliant, except perhaps the cultivation of a truly 
pathogenic treponema. Dr. Hecht is to be congratulated for his successful work in the detection 
and control of syphilis through his test. 

E. E. ECKER 

Professor Emeritus of Immunology 

Western Reserve University School of Medicine 
Cleveland 6 


DOES THE ROSACEA-LIKE TUBERCULID EXIST? 


To the Editor:—I agree with Dr. Michelson that it is impossible to constitute effective 
criteria for distinguishing rosacea from Lewandowsky’s “rosacea-like tuberculid.” Comparing 
data obtained from the literature with the results of my own investigations it appears to me 
that neither clinical nor histological examination will constitute an effective criterion for 
distinguishing rosacea from “rosacea-like tuberculid.” 

Dr. Michelson, however, is supposing that if a tuberculid, i. e., rosacea-like tuberculid, 
is suggested on clinical and histological grounds “and if there is other corroborative evidence 
for tuberculosis, one cannot find fault with the diagnosis of rosacea-like tuberculid, even 
though he may not like the term.” This statement is not correct in my opinion because two 
diseases, i. e., rosacea (or “rosacea-like tuberculid”) and tuberculosis, may exist at the same 
time without evident connection. From my material 5 out of 55 patients with rosacea demon- 
strated an active or cured tuberculosis elsewhere: In 3 out of these 5 cases rosacea existed 
without peculiar clinical or histological qualities (nonspecific infiltrate) ; in 1 case the diagnosis 
“rosacea-like tuberculid,” which was considered on some clinical grounds, could not be 
established by histological examination (also in serial sections); in 1 case with clinically 
normal rosacea histological examination disclosed an indication of tuberculoid structure. 
Moreover, at most only four cases in literature were described with a combination of “rosacea- 
like tuberculid” and a form of tuberculosis elsewhere (Lederman, Wise and Sulzberger, MacKee 
and Sulzberger, and Lutz). Why should it be unlikely that these cases were cases of common 
rosacea in patients with a history of tuberculosis, e. g., active foci of this disease somewhere 
in the body? 

Instead of accepting such a doubtful disease as “rosacea-like tuberculid”—the extreme rarity 
of well-authenticated cases impressed Dr. Michelson evidently—all these cases of “rosacea-like 
tuberculid” may be considered identical with cases of rosacea papulosa. In my opinion the 
name “lupoid rosacea,” which name is generally accepted in Germany, is not to be recommended. 
The adjective “lupoid” indicates a resemblance to lupus; it seems dangerous to suggest a relation 
to tuberculosis. 

W. G. van KETEL, M.D. 
Department of Dermatology 
Binnen-Gasthius 

Amsterdam, Netherlands 
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WILHELM LUTZ, M.D. 
1888-1958 


Prof. Wilhelm Lutz, Director of the University Skin Clinic, Basel, and one 
of the leaders of European dermatologists, died on Sept. 8, 1958. 

Wilhelm Lutz was born on Nov. 4, 1888, in Basel. With the exception of 
one semester which he spent at the University of Vienna, he remained faithful 
to the University of his birthplace, from which he graduated in 1912. After a 
thorough training in pathology with Professor Heidinger in Basel, he intended 
to specialize in internal medicine at the University Clinic of Professor Wildbolz. 
Because there was no vacancy at that time, he went to Professor Jadassohn 
instead and was so impressed by his personality that he decided to take up 
dermatology. After the completion of his training, Prof. Bruno Bloch appointed 
him as his assistant at the University Skin Clinic in Basel, where he became 
later “Oberarzt.” 





1888-1958 


After the untimely death of Professor Lewandowski, who became Bruno 
Bloch’s successor, Lutz was appointed in 1932, at age thirty-four, as associate 
professor and in 1937 as professor and chairman of the newly created chair of 
dermatology and venereology of the University of Basel. 

Wilhelm Lutz fulfilled his duties as an exemplary teacher and chief of the. 
clinic for thirty-four years. His scientific contributions not only enriched derma- 
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tology but extended to the entire field of medicine. His steady quest was to 
search for relationships between the skin and internal disorders, without neglect- 
ing the importance of dermatological morphology. 


He made important contributions to the genesis of pigmentation and the 
therapy of gonorrhea and syphilis and displayed special interest in allergic derma- 
toses and the relationship of the vegetative nervous system to the skin. Several 
publications related to these topics have been published from his institute. 


His life-long scientific interest and research culminated in publishing a 
standard work on diseases of the skin. This book was acclaimed internationally 
as one of the finest treatises; a second edition was published soon thereafter, and 
a third was in preparation before his death. 


Dermatologists all over the world are indebted to him for his able editorship 
of the international journal of dermatology (Dermatologica), which flourished 
under his guidance (1939-1958). It was in 1939 that Lutz became Editor-in- 
Chief, at a period when stormy political differences tried to undermine straight 
scientific thinking. Lutz was adamant in his strong principles and with his un- 
flinching courage refused to bend to political influences. 


His rectitude and sense of duty toward the scientific world was gratefully 
acknowledged by those who had a similar, honest, unbiased attitude toward science. 
Professor Lutz was honored by several scientific societies. 


The dermatological world has lost in Professor Lutz’s death a unique character 
with superbly human qualities. 


FREDERICK Reiss, M.D. 
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MANHATTAN DERMATOLOGICAL SOCIETY 


Paul Gross, M.D., President 
Maurice J. Costello, M.D., Secretary 


March II, 1958 


A Case for Diagnosis: Congenital Erythema of 
the Soles with a Lipoma on Each Heel. 
Presented by Dr. Davin BLOOM. 


A Cuban girl aged 5 months is presented from 
Sydenham Hospital with a diffuse erythema of the 
soles, which has been present since birth. On the 
internal plantar aspect of each heel there is a 
cherry-sized subcutaneous tumor which has the 
consistency of a lipoma. 

The family history is irrelevant. The child has 


no other abnormality. 


Discussion 


Dr. Samuet M. Peck: I suppose Dr. Bloom is 
presenting this as an interesting case of congenital 
malformation. If I were to hazard a guess, I 
would say the lesion was a lipoma. 

Dr. NATHAN SoBEL: I would wait with excision 
until the child grows up. It is a perfectly soft 
lesion. 

Dr. Jack Worr: I can not go along with the 
diagnosis of lipoma. The lesions are soft and col- 
lapsible and lack the consistency of fatty tumors. 
Their size and their symmetry would also appear 
to rule out the possibility of soft nevi. A definitive 
diagnosis in this case will probably be not be made 
without micrescopic examination. 

Dr. Wiipert SAcHs: I do not recall seeing 
lipomas on the palms and soles, especially sym- 
metrical ones. The lesions are soft and feel like 
lipomas, but because of the rarity of such a condi- 
tion I am wondering whether it might be the be- 
ginning of von Recklinghausen’s disease. 

Dr. Georce M. Lewis: I should be grateful to 
learn the results of histologic study. My clinical 
impression agrees with the presenter’s. 

Dr. Maurice J. Costetto: I have rarely seen a 
nevus on the extremities which was bilateral and 
symmetrical. There is a possibility that the soft, 
compressible, symmetrical lesions are cystic bursae. 
I have had an adult with such lesions. If you were 
to aspirate them, you might get a gelatinous mate- 
rial. 

Dr. ORLANDO CANIzARES: I do not agree with 
the diagnosis of lipoma. The lesions are not lobu- 
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lated enough. Dr. Costello’s point is well taken. 
I should let the lesions alone. I think when the 
child starts walking they will flatten out and be 
forgotten. 

Dr. AprrAn Bropey: I feel as Dr. Costello does. 
They seem to be ganglia. The lesions are rather 
soft, and I should be inclined to let them go un- 
treated. 

Dr. Davin Broom: The redness of the soles is 
possibly the same condition as described by John 
Lane, Arch. Dermat. & Syph. 20:445 (Oct.) 1929, 
as “erythema palmare hereditarium.” 

As to the symmetrical tumor on the heels, only 
biopsy will decide whether we are dealing with a 
congenital lipoma, fibroma, or cyst. 
Trichoepithelioma, Presented by Dr. SAMUEL M. 

PECK. 

A Puerto Rican boy aged 14 is presented from 
The Mount Sinai Hospital with multiple nodules 
on the face, scalp, neck, back, and thorax. The 
patient has had many nodular lesions on the face 
since the age of 7 years. He also has café- 
au-lait spots and soft nodules on the trunk. 

An elliptical biopsy specimen from the post- 
auricular region was reported as basal-cell epithe- 
lioma but without connection to the overlying 
epidermis. Another biopsy specimen taken two 
weeks later of two nodules from the back was 
reported as intradermal basilar-cell epithelioma, 


identical to that seen in the previous specimen. 
-~a 


The slide was sent to the National Institute of 
Pathology and to the Mayo Clinic (Dr. Mont- 
gomery) and was reported to be trichoepithelioma. 

On Jan. 3, 1958, the patient was admitted for 
abrasial surgery and for shaving of his nose under 
general anesthesia, in conjunction with the Plastic 
Surgery Department. At operation approximately 
500 cc. of blood was lost and three-quarters of the 
face was abraded. He will be readmitted this month 
for wire-brush surgery to the lower part of his 
face. 


Discussion 


Dr. NATHAN SoBEL: I should be cautious about 
doing any more dermabrasion because of the fend- 
ency to keloids; I should watch the areas already 
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done before trying more. I think the older method 
of electrodesiccation would be better. 

Dr. Jack Wotr: I am rather impressed with 
the results of planing in this case. I know of no 
other method which would have produced a com- 
parable result in this condition. The area treated 
on the chin was particularly striking. 


Dr. WILBERT SAcHs: I am impressed with the 
result so far but am wondering whether it will 
remain. The pathology of trichoepithelioma goes 
deep, and I wonder whether it can be treated su- 
perficially, and whether the dermabrasion will pro- 
duce a keloid. I think this is possible and would 
certainly wait; if the result is good I would go on, 
but a recurrence is possible. 


Dr. Davin Btoom: This boy was treated some 
years ago at Bellevue Hospital with electrodesicca- 
tion to some of the lesions. The result was gratify- 
ing. Another boy with the same condition was also 
treated successfully. The dermabrasion seems to 
have been of benefit to the patient shown tonight. 
However, keloid formation may develop in this 
boy. 

Dr. Greorce M. Lewis: It is my feeling that 
active therapy in this case is desirable and that 
various destructive methods should be given a trial. 
I should suggest that abrasion with sculpture tools, 
as developed by Dr. Torre, might also be utilized. 

Dr. Maurice J. Costetto: I am impressed by 
the 2-in. keloid accidentally caused by dermabrasion. 
If that should happen again—and it may—and if 
several should occur, you will have this boy’s face 
covered with keloids. I think dermabrasion is dan- 
gerous in the treatment of this particular boy’s con- 
dition. What are you going to do for the lesions 
around the nose? I should do one of two things : Let 
it alone or treat it with solid carbon dioxide. I 
think it can be pinpointed, especially around the 
nose, and this therapy never causes keloids, or 
hardly ever, but the other modality mentioned is 
very likely to do so. 

Dr. JuLtes VAnpow: I saw this patient several 
years ago at Bellevue Hospital, where they were 
using dermabrasion in the area just above the 
glabella, and those lesions returned; however, the 
lesions treated recently look very good. Dr, Berks, 
of New Orleans, has described several cases 
treated with the same modality and in all there 
were recurrences. 

Dr. A. W. Grick (by invitation): When the 
patient first came in I did a test abrasion on the 
cheek. Naturally, you would have to abrade a con- 
siderable amount of normal skin. When there are 
areas interspersed with normal skin, I doubt that 


dermabrasion is the best method. The sandpaper 
disc was used; I was not there at the time but 
think he is tremendously improved. The major 
procedure was done under general anesthesia. The 
area on the chin was done without anesthesia ex- 
cept for freezing with ethyl chloride, and we had 
to stop because the boy was very apprehensive. 
The area on the chin looks wonderful to me, and 
I hope he does not get a keloid. I am wondering 
what kind of sutures were used on the forehead, 
and how many. (Answer: We used silk—about 12.) 

Dr. GeorceE M. Lewis: Is this a keloid or a 
hypertrophic scar? 

Dr. Maurice J. Costetto: I should think it is 
a keloid, which is a solid, reddish-brown, hard le- 
sion that extends beyond the site of original trauma. 

Dr. A. W. Giick (by invitation): It is my 
feeling that the scar has decreased in size in the 
last few weeks. 

Dr. OrLANDO CANIZARES: We followed this 
boy four or five years ago at Bellevue. At that 
time we did attempt dermabrasion, but it could not 
be carried out; freezing was not enough, and the 
boy became so nervous that the treatment was 
stopped. I am worried about keloids, for I think 
he may have a tendency. I should wait, and if 
they do not develop I should proceed with other 
areas. Around the nose I should like to recommend 
the use of the actual cautery. It works very well 
and the chances of keloids are less than with 
electrocoagulation. 

Dr. ApRIAN Bropey (by invitation): If nothing 
else of a keloidal nature develops, I should con- 
tinue. The nose can be handled by electrosurgery, 
if necessary. 

Dr. ELLEN REINER: Regardless of the modality, 
there has been a change in the personality of the 
boy, who was formerly an unhappy, introverted 
person. He will deeply appreciate anything we 
can do for him. 

Dr. A. W. Giick (by invitation): He is really 
looking for help and will do anything to cooperate. 

Dr. SAMUEL M. Peck: We took this case on 
primarily because he was a psychiatric problem. 
The boy was rapidly becoming not only an intro- 
vert, but a juvenile delinquent. If this boy has a 
racial tendency to develop keloids you run the risk 
of getting them, no matter what modality you use, 
if you remove the lesions deeply enough. How- 
ever, I do not care in this case, because this boy 
would rather have keloids because of something 
done to help him than because he was born that 
way. They used to call him “lion boy” or “tiger 
boy.” 


Morphea. Presented by Dr. Davip BLOOM. 
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Herpes Gestationis. 
BRovEY. 


Presented by Dr. ADRIAN 


A white woman aged 29 was first seen on July 
18, 1955, for the treatment of a generalized bullous 
eruption which appeared one day postpartum. She 
had had toxemia of pregnancy with abruptio 
placenta and stillbirth. During labor she had re- 
ceived meperidine (Demerol), scopolamine, and 
phenobarbital (Luminal) sodium. Examination 
showed numerous generalized papulovesicular 
lesions and bullae. The impression was erythema 
multiforme bullosum due to medication. The pa- 
tient improved with the administration of predniso- 
lone. On Aug. 8 the white blood cell count was 
38,550, with 60% eosinophils, but general physical 
examination by an internist excluded systemic dis- 
ease. Subsequent blood cell counts showed a grad- 
ual restoration of the normal picture. The patient 
had to be maintained on reduced doses of corti- 
costeroids until three months after onset. Two 
months later she had a mild recurrence following 
a spontaneous abortion. At this time morphine, 
atropine, penicillin, and an ergot preparation had 
been given. This eruption cleared within one month 
on prednisone (Meticorten) therapy. 


The patient was seen again on Oct. 15, 1957, in 
her eighth month of pregnancy for a similar wide- 
spread bullous eruption of six weeks’ duration. She 
had been taking dextro amphetamine, thyroid, and 
vitamins. Drugs, except for antihistamines, were 
interdicted, with some improvements. On Dec. 
6 meperidine and ergot were administered during 


labor. Exacerbation of the eruption followed, 
and sulfapyridine, 1 gm. daily, was pre- 
scribed. This did not control the eruption 


satisfactorily, and corticosteroid therapy with re- 
pository corticotropin injection (Acthar-Gel) and 
prednisolone was reinstituted. During this period 
the eruption at times presented a morphologic pic- 
ture of dermatitis herpetiformis, and at other times 
it appeared to be that of classical erythema multi- 
forme bullosum. Biopsy on Feb. 24, 1958, was not 
conclusive. Drs. Wilbert and Perry Sachs stated 
they could not make a diagnosis of erythema multi- 
forme or pemphigus from the sections. They 
wondered about the possibility of dermatitis her- 
petiformis. 

A complete blood cell count on April 4 and 
urine examination were normal. The patient was 
again given a trial of sulfapyridine therapy with 
no improvement. Triamcinolone, 24 mg. daily, was 
begun on April 7. 

The case is presented for discussion of diagnosis 
and therapy. 


. Submitted for publication Aug. 7, 1958. 
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Discussion 


Dr. Maurice J. Costetto: It is an excellent 
case of herpes gestationis. The features brought 
out by Dr. Brodey regarding the Rh-negative 
mother and Rh-positive children, and the associa- 
tion of the eruption only with male offspring, are 
very interesting and have been reported previously. 
We are under the impression that the eruption 
disappears following normal delivery, and that is 
usually the case. In some instances, however, the 
eruption may remain for some time after delivery. 

We treated a woman with herpes gestationis 
with Promacetin. She developed hemolytic anemia 
which could not be accurately ascribed to the drug 
and was critically ill for several weeks. She again 
became pregnant and promptly developed herpes 
gestationis. This time we prescribed prednisone, 
with rapid disappearance of the eruption. However, 
I recall a patient that Dr. Lewis treated success- 
fully with sulfapyridine. 

Dr. Davin Broom: The Rh-factor has been 
wrongly blamed for various abnormalities. I be- 
lieve the herpes gestationis in this patient has 
nothing to do with the fact that the child is Rh- 
positive and the mother negative. 

Dr. Greorce M. Lewis: I have a patient who 
has had three pregnancies and each time has had 
herpes gestationis; there were two male children 
and one female, and there was no difference in the 
eruption. I believe this is one indication for ster- 
oid therapy and that large doses are not necessary. 

Dr. PauL Gross: This patient showed character- 
istic features of herpes gestationis, consisting of 
large, gyrate lesions of erythema with blisters on 
the periphery and in the healed centers. This is 
a picture of pemphigoid rather than that of Duh- 
ring’s disease. The beneficial effect of steroids and 
the lack of response to sulfapyridine, as mentioned 
by Drs. Costello and Lewis, would seem to support 
this interpretation of herpes gestationis. Of course, 
a true dermatitis herpetiformis may occur in preg- 
nancy, just as other toxic or allergic dermatoses 
are observed. 

Dr. Maurice J. Costetto: I do not think this pa- 
tient has pemphigoid, I think she has dermatitis 
herpetiformis. I do not have a clear concept of 
pemphigoid unless it is erythema multiforme pemphi- 
goides described by Dr. Vandow and me, which 
usually has a subepidermic vesicle and no acantho- 
lysis. But I believe pemphigoid is different from 
the bullous eruption of benign character (chronic 
benign pemphigus) consisting of sparse lesions in 
people over 60, which responds to steroids although 
not completely. The latter is a mild, protracted 
disease with a good prognosis, and it lasts as long 
as the patient lasts. It rarely goes on to the com- 
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plete picture of pemphigus as we know it. The 
patient does not die of pemphigus but of some 
intercurrent infection or a preexisting disease. 

Dr. Davin Broom: I agree that the term pem- 
phigoid should not be applied to the eruption in 
this case. 

Dr. Maurice J. Costetto: I have treated some 
patients with herpes gestationis with Promacetin, 
and they responded well. Recently they have re- 
sponded to prednisone, which has fewer potential- 
ities for harm. 

Dr. AprIAN Bropey: As Dr. Bloom has stated, 
the presence of the Rh-negative mother and Rh- 
positive children may be just coincidental, but it 
has been mentioned in the literature, and we should 
take it into account. Also, the fact that the erup- 
tion did not occur in the pregnancy which resulted 
in a girl may also be coincidental, but it is worth 
noting. 
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A Case for Diagnosis: (Lupus Erythematosus?). 
Presented by Dr Davin W. Fotan Jr, DR. 
EpwIN SMITH, and Dr. Jonn G. DOWNING. 


A housewife and registered nurse aged 30 has 
had a dermatosis involving the forehead, lips, dorsa 
of the hands, forearms, and chest, since November, 
1957. The eruption appeared on the hands, per- 
sisted, and then involved the forehead in December, 
and the upper and lower lips in February, 1958. 
The lesions of the lips are painfully itchy. New 
lesions developed on the upper, anterior aspect of 
the chest in March. 


The patient had a red rash on the forehead, 
cheeks, and forearms in August, 1956. This cleared 
in two or three weeks after using a sun-screen 
preparation and avoiding direct exposure to the 
sun. Biopsy at the Massachusetts General Hospital 
was reported as a nonspecific dermatitis. There was 
no dermatitis last summer. 


The patient was seen on Dec. 8, during her third 
pregnancy, and was feeling well. 


There are red, scaly, macular lesions, discrete 
and confluent, on the dorsa of both hands; scat- 
tered lesions on the dorsa of the forearms, and 
profuse lesions on the anterior, upper part of the 
chest. There are several red, macular patches on 
the forehead, with similar patches on the upper 
and lower lips at the vermilion border. There is 
diffuse scaliness of the scalp, and small, shotty, 


posterior cervical and inguinal lymph nodes are 
felt. 


A Case for Diagnosis (Papulonecrotie Tuberculid?). 
Presented by Dr. J. Harry Karz. 

Basal-Cell Epithelioma: Superficial Type. Presented by DR. 
ORLANDO CANIZARES, 

A Case for Diagnosis (Lymphocytic Infiltration of the 
Skin?). Presented by Dr. ORLANDO CANIZARES. 

Chronic Discoid Lupus Erythematosus of the 
Presented by Dr. OrLANDO CANIZARES. 

Sarcoidosis and Tuberculosis. Presented by Dr. ORLANDO 
CANIZARES. 


Eyelid. 


Nevoxanthoendothelioma. Presented by Dr. Grorce M. 


LEWIS. 


Poikiloderma of Civatte (Melanodermitis). Presented by 


Dr. PauL Gross. 


Follieulitis Decalvans. Presented by Dr. ORLANDO CANI- 
ZARES. 


Dermatitis Exfoliativa (Malignant Type?). Presented by 


Dr. THomas N. GRAHAM. 


Kaposi’ Hemorrhagic Sarcoma, Presented by Dr. JoHN 


W. DOUGHERTY. 


A Case for Diagnosis (Melanoma? Pigmented Nevus?). 
Presented by Dr. THomas N. GRAHAM. 


A roentgenogram of the chest in October, 1957, 
was normal, and a second one, on April 9, 1958, has 
not been reported. An L. E. preparation from the 
peripheral blood was negative. Blood cell count on 
March 11, 1958, showed a hemoglobin of 9.1 gm. 
per 100 cc. and white blood cells 12,400, with 
polymorphonuclear neutrophils 62%, lymphocytes 
35%, and stab forms 3%. The hematocrit was 
31%, and erythrocyte sedimentation rate, 28 mm. 
A study of the blood on April 7 showed a sedi- 
mentation rate of 35 mm. and white blood cells 
8,800, with polymorphonuclear neutrophils 66%, 
lymphocytes 27%, band forms 2%, and monocytes 
2%. The hemoglobin was 10.5 gm. (67%). 

A biopsy from the hand on March 6, 1958, ruled 
out lupus erythematosus and was suggestive of a 
lymphoma, Special stains were done with ques- 
tionable results. 

Chloroquine (Aralen) was started on March 31, 
1958—250 mg. b. i. d. This was increased to 
250 mg. t. i. d. on April 4. Hydrocortamate hydro- 
chloride (Magnacort) ointment was prescribed for 
local application. 


Discussion 


Dr. Davin W. FoLan JR.: I was misinformed 
about the diagnosis. I thought the consensus of 
the pathologists was that it was a lymphoma. I 
have discovered since then that only one or two 
men feel this is a lymphomatous process, and the 
others, perhaps 90%, at the Mallory Institute think 
it is a nonspecific dermatitis. 
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Chloroquine was prescribed because she com- 
plained of painful itching of her lips, and she has 
improved 30% in the last two weeks. However, 
she still has anemia. It may or may not be due 
to her last pregnancy. She has an elevated sedi- 
mentation rate. 

Dr. JAcop Swartz: I am not surprised that you 
may not get a pathological diagnosis of lupus 
erythematosus. I do not think this is chronic dis- 
coid lupus erythematosus. If it is that disease, it 
is the acute or subacute type. Or it may vary and 
you may not find a picture of lupus erythematosus 
at all. I do not think a diagnosis should be made 
on the cutaneous picture alone. This belongs in 
the group of collagen diseases. 

Dr. ELttwoop C. Weise: I should like to re- 
affirm the opinion, if it was expressed, that this 
is a case of discoid lupus erythematosus rather ex- 
tensively involving the face, the extensor surface 
of the hands, and elsewhere. This process began 
in the month of August, after exposure to sunlight. 

Dr. G. Ropert BALER: There were many abnor- 
mal cells in the corium. These cells had a consider- 
able amount of cytoplasm; they varied much in size 
and shape and suggested lymphoma or possible 
mycosis fungoides. Clinically, however, I agree 
that the lesions have the appearance of lupus 
erythematosus. I should follow this case carefully 
with more biopsies. 

Dr. Maurice M. TotMANn: The interesting fea- 
ture of the case was the location of the lesions. It 
seemed that there was a greater emphasis on sun- 
exposed areas than one sees in the ordinary type 
of discoid lupus erythematosus, whether related to 
sunlight or not. Also, despite the duration there 
were as yet no signs of the atrophy within indi- 
vidual areas that one would expect by this time 
in the ordinary discoid lupus erythematosus. With 
the atypical biopsy and various other findings, the 
question arises whether this is lupus erythematosus, 
whether it is a light-sensitivity dermatosis or 
whether it belongs in the so-called benign lympho- 
cytic infiltration of the skin described by Jessner. 
As one sees a number of these cases over the 
years, it is not so much the diagnosis for the 
moment as an approach to the case with regard 
to the future. A careful study of these cases in- 
dicates to me that this woman is in potential danger 
and that, whether she has L. E. cells or not, she 
is basically on the road to becoming a case of dis- 
seminated lupus erythematosus and should be so 
treated with all care. 

Dr. NEVILLE KirscH: Was the 
rate corrected for the anemia? 

Dr. Maurice M. Torman: The presenter says 
ves. 

Dr. JosEPpH GOODMAN: I have under my care a 
patient with a similar history and eruption, with 
one interesting exception—my patient lost her erup- 
tion completely during a pregnancy and regained it 
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immediately afterward. I suspected a polymor- 
phous light eruption. She has been on chloraquine 
with a relatively unsatisfactory result. 

This patient told me she had cleared materially in 
two weeks on chloraquine. My patient did also 
and then stopped, in spite of having taken a dose 
every day for a period of about six weeks. She, 
too, started with a transient dermatosis during the 
summer; it cleared spontaneously, recurred the 
next summer, cleared during a subsequent preg- 
nancy, and recurred after termination of the preg- 
nancy in the fall. She also has had two negative 
L. E. tests, one before her pregnancy and one 
after. 

Dr. Harry BeLLAacH: I should be inclined to 
consider this subacute disseminated lupus erythema- 
tosus in contradistinction to the benign lymphocytic 
infiltration of Jessner, or lymphoma. What is the 
consensus as far as therapy is concerned? Should 
it be antimalarial drugs alone, steroids alone, or 
both ? 

Dr. Howard S. YAFFEE: There are two state- 
ments that should be made. Dr. David Earle of 
Northwestern University, who is a well-known 
renal physiologist and clinician, has studied biop- 
sies in cases of early subacute lupus erythema- 
tosus in cases in which there was very little to 
show by gross renal studies. The biopsies may re- 
veal significant changes before any are clinically 
evident. I should like to hear what Dr. Patterson 
might have to say on the subject of steroid treat- 
ment for patients who have no clinical renal dam- 
age. There is clinical evidence, as far as I know 
still mainly unpublished, that in cases of subacute 
lupus erythematosus treated with steroids, when the 
drug is stopped a rebound phenomenon may occur, 
which may be accompanied by a higher inciderice 
of renal damage and a fatal course. 

Dr. Hersert Mescon: Drug therapy should not 
be continued over long periods without adequate 
laboratory and clinical check-ups. On the other 
hand, if we withhold steroids, the quinacrine 
(Atabrine)-chloroquine group of drugs in the 
treatment of discoid and systemic lupus erythema- 
tosus is our only other method of drug therapy 
that seems to have some beneficial effect. 

Dr. ArtHUR B. Kern: We cannot make any 
flat statement as to which drug should be used in 
the management of disseminated lupus erythema- 
tosus; each case must be individualized. In the 
subacute form I believe the antimalarials play a 
very valuable role. In the severer cases, however, 
we should rely upon steroids. 

Dr. Ettwoop C. Weise: Our chairman is cor- 
rect when he says this patient is in a potentially 
dangerous situation. However, a diagnosis of acute 
disseminated lupus erythematosus cannot be made 
as yet. I think Dr. Yaffee said a great deal when 
he spoke of the early kidney damage in these 
cases. Many of our deaths in the acute dissemi- 
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nated cases are uremic. This would be absolutely 
the wrong time to use steroids in this case. We 
can revert to the advice of Haserick, who said 
that, in this phase, bed rest, liver injections, and 
probably the antimalarial drugs are in order, and, 
subsequently, watch your case. 

Dr. NevitteE KirscH: Years ago the older 
dermatologists taught that in chronic discoid lupus 
erythematosus it was safe to give bismuth, gold, 
Mapharsen, and all accepted remedies but warned 
against using any hepatotoxic or renal toxic drug 
in the disseminated, subacute, or acute systemic 
phase. The same principle should apply to this 
case, and I should not use any antimalarials in 
this or any other case in which there were systemic 
repercussions. I think bed rest and even steroids, 
if necessary, would be more apropos in this case. 

Dr. HERBERT MESCON: There was a report of 
about 350 cases, I believe, in the Annals of Internal 
Medicine about six months ago from a California 
group. They divided the cases into those 
treated by steroids in one group, by quinacrine in 
another, by chloroquine, or by combinations of the 
two. Studies on hepatic and renal function, and 
correlation with autopsy findings were carried 
out. It was their impression that Systemic lupus 
erythematosus should be treated by the quinacrine- 
chloroquine group unless these compounds failed, 
then by steroids. 

Dr. PAUL J. CATINELLA: I should like to add 
that I consider the use of a sun-screening agent 
to be a very important adjunct to the management 
of discoid lupus erythematosus. 


Recurrent Purpura (Dermatitis Medicamentosa? 
Waldenstrom’s Purpura?). Presented by Dr. 
Mauray J. Tye. 


A man aged 37 has had an eruption on the legs 
for one year. There have been recurrent episodes 
at two- to three-week intervals, better over week- 
ends, limited chiefly to the lower extremiteis. 

A fine, purpuric eruption is present. 

Sections revealed slight surface hyperkeratosis, 
and a thinned stratified squamous epithelium with 
intact basement membrane. In the upper corium 
there was a diffuse scattering of red blood cells 
with a minimal infiltrate of an occasional lympho- 
cyte and eosinophil in the surrounding connective 
tissue. There was some scattering of foci of 
macrophages, an occasional plasma cell, eosinophil, 
and lymphocyte scattered throughout the under- 
lying corium. There was no evidence of periarteritis 
in the sections examined, even though the foci of 
inflammatory cells in some areas was perivascular. 
Evidence of diapedesis of red and white blood 
cells was noted in areas. Diagnosis: Purpura con- 
sistent with that described by Waldenstrom. 

There was a normal electrophoretic pattern. 
Total serum proteins were 7.2 gm. per 100 cc., 


with albumin 4.0 gm. and globulin 3.2 gm. The 
erythrocyte sedimentation rate was 8 mm. 


Discussion 


Dr. WALTER Lositz JR.: I did not know what 
it was. The lesions were purpuric, infiltrated. I 
could not see any specific infiltrate in the biopsy 
specimen, which, however, was not taken very 
deeply. To me the morphology is that of a diffuse, 
infiltrated purpura. Multiple causes must be worked 
out. 

Dr. Maurice M. Torman: I was not aware that 
a specific purpura was described by Waldenstrom. 

Dr. Howarp S. YAFFEE: In macroglobulinemia 
of Waldenstrom there are deposits of a protein 
substance which is PAS-positive in the corium— 
at least in the one case which I studied with Dr. 
Donald Korst at the V. A. Hospital in Ann Arbor. 


Dr. Maurice M. TotMAN: But not with the 
routine stain. 


Dr. Howarp S. YAFFEE: Not as far as I know 
without this special stain. 


Dr. E. Mytres StanpisH: One has to think of 
this being orthostatic purpura, because when he 
is in motion during weekends, tending to his 
farm, he seems to improve, whereas during the 
week when he works in more or less of a stationary 
standing position, operating a machine, the purpura 
worsens. 


Dermatitis Herpetiformis. Presented by Dr. A. A. 
SoIFER. 


A man aged 36 has a dermatosis of 13 years’ 
duration involving the face, scalp, neck, upper 
chest, arms, shoulders, sacral area, and upper part 
of the buttocks. It began in 1945, while he was on 
shipboard with the U. S. Navy, and gradually 
spread to the present areas, accompanied by severe 
pruritus. There have been remissions and flares 
without complete clearance of the eruption, and 
he has had two admissions to the U. S. Naval 
Hospital, Newport, R. L, for enlarged lymph nodes 
of the neck and inguinal region, accompanied by 
fever. In 1951 he spent four months in the “nerve” 
ward at Cushing V. A. Hospital for nervous 
breakdown, with some improvement of the derma- 
tosis, but the severe pruritus persisted. 


There are numerous excoriated, erythematous, 
papular lesions, scattered and grouped, followed 
by pigmentation and atrophic scarring, roughly 
symmetrical, with chief involvement over the 
scapular and sacral triangles and upper part of the 
trunk. He has shown no vesicles since Jan. 7, 1958, 
when he came under my observation, 


Biopsy from the upper part of the back on 
March 1, 1958, was reported as nonspecific 
dermatitis with ulceration and perivascular inflam- 
mation. 
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Treatment has included sulfapyridine, 2-4 gm. 
daily; prednisone (Meticorten), 10-20 mg. daily ; 
sulfamethoxypyridazine (Kynex), 1 gm. daily; 
vitamins, therapeutic formula, four capsules 
daily; chloral hydrate capsules; diphemanil tablets 
(Prantal Repetabs) ; meprobamate. Topically he 
has had potassium permanganate baths; predniso- 
lone (Meti-Derm) and neomycin ointments, men- 
thol-phenol shake lotion, Neosporin ointment, 
diphemanil cream, cutamiton (Eurax) cream, with 
moderate relief but an immediate flare upon ces- 
sation of therapy. 

The patient is presented for advice concerning 
further management. 


Discussion 


Dr. A. A. Sotrer: I should like to have the fol- 
lowing points considered: What is adequate sulfa- 
pyridine therapy? I have had this patient on 4 
gm. a day for weeks without effect. What is the 
second-best drug in this disease? A biopsy specimen 
was obtained from an early lesion, and what you 
see in the biopsy is not dermatitis herepeti formis. 
How often do we find that the biopsy does not 
coincide with the clinical impression in this disease? 
This patient responds promptly to steroid therapy. 
Has anyone attempted to control the process with 
steroid therapy alone? 

Dr. Harry BeLLAacH: I do not think many of 
the older methods of treatment should be abandoned 
for newer ones, such as steroids. I felt, too, that 
clinically this was a case of dermatitis her- 
petiformis. I should suggest, first, arsenic in the 
form of arsenous acid 1%, phenol 2%, aqua 30 
cc„ sterilized and given intramuscularly, starting 
with 0.3 cc. for two days, 0.5 cc. for two days, 
and 0.75 cc. until the 30 cc. are used. In many of 
these cases you will get a favorable response. 
Secondly, I should like to suggest suramin ( Ger- 
manin), an old drug used in sleeping sickness 
but for some reason effective also in dermatitis 
herpetiformis; 0.5 gm. ampules are obtainable from 
Lister Chemists, Madison Ave. New York. I 
would give 0.2 gm. intramuscularly twice a week 
for a total of 6 gm. I have had cases of dermatitis 
herpetiformis that responded very well to this 
treatment. 

Dr. Maurice M. Torman: There are other 
things that make people itch besides their skin 
and their rash. In this case we have documented 
evidence that in 1951 the patient spent four months 
in the “nerve” ward. In the hospital his dermatosis 
improved somewhat, but the severe pruritus per- 
sisted. There is no question whether this man has 
classic dermatitis herpetiformis or an atypical form. 
He also has a superimposed neurosis—not neu- 
rodermatitis, but a neurosis. Therefore, to take a 
person like this and treat his skin, rather than 
the whole man, and particularly with dangerous 
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drugs like arsenic and a very dangerous drug like 
suramin, I think is pushing the attempt at therapy 
well beyond the need of the person. 

None of us will deny that uncomplicated der- 
matitis herpetiformis will respond fairly or very 
well to sulfapyridine. When it does not respond a 
similar drug, such as diamine or diphenylsulfone, 
which is within relatively safe limits, should be 
tried. If it still does not respond, it becomes a 
question of evaluating the person as a whole and 
not the diagnosis alone. 

Dr. ARTHUR B. Kern: Dr. Tolman was probably 
intimating this, but to complete the record I should 
like to raise the possibility that we are not now 
dealing with dermatitis herpetiformis. He may 
have had that disease in the past, but certainly 
today I would not call it a typical picture by any 
means. All I could see were excoriations, and 
I should suggest the diagnosis of neurotic ex- 
coriations. 


Dr. JosepH GoopMAN: Some years back I 
presented a patient at one of these meetings with 
a diagnosis of dermatitis herpetiformis, particularly 
because she had failed to respond to sulfonamides. 
She had taken sulfapyridine until her blood level 
was 8 mg. per 100 cc. Subsequently, she showed 
an excellent response to steroids, but that therapy 
unfortunately precipitated a depression. Then it 
became apparent to me that we were dealing with 
neurotic excoriations. She still has neurotic ex- 
coriations, and I think now after eight years she 
still presents the same picture she did at first— 
extensive, symmetrical cutaneous lesions which are 
excoriations and nothing else. 

In response to Dr. McCarthy’s remarks, perhaps 
we can all agree on one thing about psychogenic 
factors in relation to skin diseases : everything that 
itches, and a certain number of things which do 
not itch, are strongly influenced by the patient's 
psychic state, even though they may not have been 
caused by the psychic state. I think there are 
very few things for which we can say much more 
than that. 


Nummular Eczema (Forme Fruste Dermatitis 
Herpetiformis? Dermadrome Described as 
“Atypical Dermatitis Herpetiformis Asso- 
ciated with Ulcerative Colitis”?). Presented 
by Dr. Howarp S. YAFFEE. 

A man aged 34 has had an eruption on the 
extremities and trunk since 1947. The patient had 
“colitis” (amebic?) in Panama in 1945, treated 
with emetine. He has had bouts of diarrhea with 
blood and mucus since, and the question of ulcerative 
colitis was raised in 1947. At that time he developed 
a dermatitis involving the wrists, arms, and upper 
chest which was diagnosed as poison ivy and treated 
with poison ivy extract, with worsening. The 
eruption became chronic, vesicular, and quite gen- 
eralized. He was hospitalized at Cushing V. A. 
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Hospital and a diagnosis of dermatitis herpetiformis 
established with control on sulfapyridine. The 
eruption remained clear until 1949 when a recur- 
rence was again controlled, though more slowly, 
with sulfapyridine at Cushing V. A. Hospital. 
Questionable liver damage was noted, but this 
cleared. Chlortetracycline (Aureomycin) was given 
with dramatic results. In 1951, he was admitted 
to the Manchester V. A. Hospital with acute 
“nephritis” which cleared. In October, 1957, there 
was a recurrence of vesicles on the cheek and 
hand, diagnosed as poison ivy. This was treated 
with zinc oxide ointment, but the eruption has 
persisted up to the present. 

There are coin-shaped, vesicular patches with 
crusting and weeping on the buttocks, legs, and 
wrists. 


In 1949, all laboratory data were “within normal 
limits” except for 6% eosinophilia, and an initial 
sulfobromophthalein retention of 27%, which, when 
repeated, was 2% at one hour. Patch test with 
50% potassium iodide in petrolatum was negative. 
Biopsy in that year was “consistent with dermatitis 
herpetiformis of the erythematous pustular type.” 

There has been no systemic treatment since 
chlortetracycline was given; locally he has had 
wet dressings, topical application of steroids, and 
iodochlorhydroxyquin (Vioform), without impres- 
sive change. The colitis flared in the third week 
in February and was followed by spreading of 
his eruption. 


Discussion 


Dr. BERNARD APPEL: I first saw this young man 
in 1949. At that time I felt there was not much 
doubt about the diagnosis of dermatitis herpetifor- 
mis. At that time he also had the problem of 
colitis and there was a series of attacks of both 
disorders. A number of obscure general manifesta- 
tions are associated with colitis, some of which 
are dermatitis herpetiformis-like. Which precedes 
which? I do not know. I suspect that the gastro- 
intestinal disturbance starts first. There must be 
some sort of indirect relationship to the other 
pyogenic, destructive, hemorrhagic types of lesions 
which are associated with ulcerative colitis. In 
1949, chlortetracycline was just about reaching its 
height, and I admit that I probably gave it then 
for, conditions for which I knew nothing else to 
do. Much more to my astonishment than to his, 
after a moderate course of chlortetracycline this 
patient’s dermatitis herpetiformis cleared after five 
weeks. 

Now he has other lesions which I think are 
definitely related to the dermatitis herpetiformis. 
Those peculiar moist, round, disk-like, oozing areas 
of dermatitis that are called “nummular eczema” 
and the localized areas of more actively acute, 
inflamed lesions that look almost as though they 


are going to develop into foci of pyogenic infection, 
are probably part of this entire picture. I should like 
to know the common denominator to all of these. 
When you have completed your study of this 
strange disease I suspect you will be able to answer 
many questions regarding the relationship of these 
peculiar, obscure manifestations. 

Dr. ALFRED HOLLANDER: In a recent article, 
Pyoderma Gangrenosum with an Unusual Syn- 
drome of Ulcers, Vesicles, and Arthritis, by S. 
Ayers Jr. and S. Ayers III (A. M. A. ARCH. 
DerMatT. 77:269, 1958) the authors emphasize the 
fact that the concept of pyoderma gangrenosum 
has been broadened. I feel that this case belongs 
in that group. 

Lichen Planopilaris (Pseudopelade). Presented 
by Dr. Mauray J. TYE. 

A man aged 36 complains of an itchy eruption 
of several months’ duration on the scalp. There 
is a profuse, generalized eruption consisting of 
lichenoid papules. Patchy alopecia is seen at the 
site of previous hyperhidrotic papules. 

Biopsy showed an intact stratified squamous 
epithelium which was thinned at the periphery of 
the sections. There was some washing out of the 
basal layer with vacuolation. There was no evidence 
of atypicality of the epidermis, but a thinning 
and absence of the granular layer in areas was 
noted. The underlying corium in the peripheral 
layer showed a dense infiltrate of lymphocytes and 
mononuclear cells with some macrophages and 
some containing brown, granular pigment. There 
was fairly normal thickness of the epidermis in 
the central area, and a focal distribution of lympho- 
cytic and mononuclear-cell infiltrate, primarily 
perivascular. 

The urine examination was normal, white blood 
cells numbered 7,700, and the cephalin flocculation 
was 1+. 

Treatment has consisted of chloroquine (Aralen) 
and Plaquenil. 


Discussion 


Dr. BERNARD APPEL: This case is characteristic 
of the disease, particularly because we see here 
the lichen planus-like lesions simultaneously with 
the pilaris-like lesions of the hair follicles. This 
points up the relationship of these two otherwise 
apparently unrelated conditions, making one entity, 
lichen planopilaris. 

Dr. FRANCESCO RONCHESE: This patient may 
have two separate coexisting entities, lichen planus 
pilaris and pseudopelade. Lichen planus of the 
scalp is very rare, while it is very common on 
the body. If lichen planus was the cause of this 
patient’s pseudoplelade one should see the actual 
lesions or the well-known sequelae, the transient 
hyperpigmentation. None is present in this case. 

Dr. Maurice M. Torman: There was still con- 
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siderable erythema, and it seems to me that a well- 
established pseudopelade would be pretty well 
whitened out by this time, whereas it seems there 
is considerable activity. I wonder if this has any 
significance. . 

Dr. ALFRED HOLLANDER: I believe this patient 
has a pseudopelade-like eruption of the scalp rep- 
resenting lichen ruber planus. Isolated lesions of 
lichen planus of the scalp are rare. It was described 
in the English and German literature at the be- 
ginning of this century. 

Dr. Harvey B. ANSELL: To my mind, pseudo- 
pelade is the end-stage of various diseases. I agree 
with the diagnosis of lichen planopilaris in this 
case. The pseudopelade, so-called, was caused by 
involvement of the hair follicles by lichen planus, 
which resulted in atrophy and permanent alopecia. 
Atrophic lichen planus may be seen on glabrous 
skin. 

About a year ago I saw a woman with a con- 
dition of the scalp very much like this. Within 
a year she developed follicular lesions of chronic 
discoid lupus erythematosus. The diagnosis was 
confirmed by biopsy. Did the patient have pseudo- 
pelade originally, or did she have lupus erythemato- 
sus of the scalp that resulted in atrophy? I believe 
both patients had pseudopelade, one resulting from 
lichen planus and the other from lupus erythemato- 
sus. 


Dr. JosepH GoopMAN: I was going to confirm 
what Dr. Swartz said about the persistence of 
activity on the scalp. I, too, have followed one 
patient over a good many years, perhaps 15, and 
when I saw her last she still had progressive hair 
loss. 

As for the difference between pseudopelade and 
this type of hair loss, I do not know of any way 
of distinguishing the two. I think this is pseudo- 
pelade, and pseudopelade is lichen planopilaris with- 
out cutaneous lesions elsewhere than on the scalp. 
In answer to Dr. Ansell’s comments about the 
patient with lupus erythematosus, that is another 
matter. Not every atrophic process is pseudopelade; 
pseudopelade is atrophy of unknown causation. It 
is not otherwise classified, whereas your patient, 
I should think, first had discoid lupus erythemato- 
sus confined to the scalp. 

Dr. Harvey B. ANseLL: When I saw her it 
could not be differentiated clinically. That is the 
point I was trying to make. 

Dr. WALTER C. Lopitz Jr.: We have been teach- 
ing that pseudopelade is the scarring stage of 
folliculitis decalvans, but we also have scarring 
alopecia from lupus erythematosus, lichen planop- 
ilaris, etc. We do have these other scarring 
alopecias. 


Dr. Maurice M. TotMan: | do not know what 
the concept is, but it varies. I was taught that 
psendopelade arises de novo and that you see it 


160/734 


A. M. A. ARCHIVES OF DERMATOLOGY 


that way without any preceding signs. It may 
be progressive, but the area you see is already 
fully established, whereas folliculitis decalvans and 
all the other things that go with it have an active 
process which went with a cicatrizing alopecia. 
But pseudopelade arises de novo. 


Dr. ALFRED HOLLANDER: I am sorry I used the 
term “pseudopelade-like eruption” inadvertently. I 
wanted to state that the condition of the scalp 
is not pseudopelade because in that entity there is 
absence of inflammation, redness, scaling, and 
crusting. I feel that from the clinical viewpoint 
this case is one of lichen ruber planus. 

Dr. Francesco RONCHESE: I should like to ask 
Dr. Hollander if in his survey of the literature 
he has found cases of lichen planus of the scalp 
without loss of hair. 


Dr. Hersert Mescon: On the basis of the work 
Dr. Strauss has done, the pilosebaceous apparatus 
can react in a limited number of ways, some of 
which are an inflammatory reaction, a cessation of 
hair growth, and a scarring reaction. Some of 
these reactions are temporary, some permanent. 
Until we get at the etiology of these, the fact 
that the end-result is the same does not mean that 
it may or may not be due to the different causes. 
If we want to classify these on the basis of what 
their end-result is, that is fine, but let us realize 
that all these may be the same process or different 
processes, just in varying degrees of severity and 
at various stages. 

Dr. WALTER C. Lopitz Jr.: Do you suppose we 
call this pseudopelade when we do not have the 
opportunity to observe the primary lesion? 

Dr. Maurice M. To_Man: I think you are 
hedging us too close to a wall. If you see alopecia 
there, scarring, it is a question of what you see. 
The child may have been hit by a brick at the 
age of 2 years, but this has a definite pattern 
as a rule. It proceeds in a longitudinal manner, 
a certain type of smooth atrophy, the border of 
the skin is normal and the outside layer is normal, 
and nobody sees any inflammatory process at the 
time of examination, That fits a clinical picture. 
To be sure, some day somebody will go back 
and show us something, but for the moment for 
the purpose of classifying it and offering prognosis 
and treatment, it is much better to say that this 
falls in the category of pseudopelade. “Save your- 


self trouble, forget about this. There is nothing 


we can offer.” That is better than to start treating 
with chloroquine or something like that on the 
supposition it is an active process. 

Dr. BERNARD APPEL: I should like to add some- 
thing to your excellent morphological description— 
the first thousand cases I saw all had little irregular 
tufts of apparently normal hair which encroached 
around the periphery of the atrophic areas, aryl 
so there was a sort of irregular pattern; there 
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is also characteristically a peculiar, almost abrupt, 
slight depression at the border between the normal 
skin and the white, atrophic area. 

In my opinion, whether the patient is 30 or 80, 
we should treat him. We have an obligation to 
treat a patient if we can do so in a reasonably 
safe manner. If it were my choice, I should send 
this man for cathode-ray therapy. 

Dr. Maurice M. Torman: That is exactly what 
I wanted to add. 

Dr. PAuL J. CATINELLA: This will probably 
lead to further confusion about the term “pseudo- 
pelade.” The French apparently take the term very 
seriously, and there is a classic textbook of about 
300 pages on pseudopelade, I think by Brocq. I 
do not know whether you will know any more when 


you get through reading it than you did before. 
A Case for Diagnosis (Localized Solid Edema). Presented 
by Dr. PAuL J. CATINELLA. 
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Actinomycosis. Presented by Dr. GerALp F. Ma- 
CHACEK. 


A white boy aged 11 suffered a severe attack 
of Shigella flexner dysentery at the age of 3% 
years. He recovered after several months with 
supportive treatment and many antibiotics. An 
infected submental cyst was noted at this time, and 
it was said to have been present since the age of 
one year. At the age of 5 years the patient had 
acute generalized fibrinopurulent peritonitis and 
bilateral pleural effusion of unknown cause. Ex- 
ploratory laparotomy failed to reveal the cause 
of the peritonitis, which was followed by an ab- 
dominoperitoneal fistula. Staphylococcus pyogenes 
var. aureus was cultured from the peritoneal 
exudate. 

After a venous “cut-down” an ulcer developed on 
the left ankle. This healed slowly. Meanwhile, in 
mid-1954 cervical abscesses appeared, and these 
have persisted until the present. Pulmonary disease 
of the right middle lobe and pleura persisted, 
despite administration of isoniazid (INH) and 
aminosalicylic acid (PAS) from Feb. 12, 1954, 
to Jan. 17, 1955. In 1955, lobectomy of the right 
middle lobe was performed. The pathology was 
that of a tuberculoid granuloma with caseation, 
and a tentative diagnosis of miliary tuberculosis 
was made. Geotrichum candidum was cultured from 
material obtained by bronchoscopy. A chronic 
osteomyelitis of some duration of the right mandible 
was noted, 
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Nevus Unius Lateris. Presented by Dr. PauL J. CaTINELLA. 

A Case for Diagnosis (Erythema Induratum? Erythema 
Nodosum? Nodular Vasculitis?). Presented by Dr. 
Mauray J. Tye. 

Granuloma Annulare. Erythema Nodosum. 
Dr. GEORGE SCHWARTZ. 

Mycosis Fungoides. Presented by Dr. PauL J. CATINELLA. 

A Case for Diagnosis (Sarcoidosis? Silica Granuloma of 
Eyebrow?) Presented by Dr. A. A. Soirer. 

Idiopathic Atrophoderma. Presented by Dr. BERNARD 
APPEL. 

Kaposi’s Sarcoma. 


Presented by 


Presented by Dr. Davin Foran. 

Monilethrix. Presented by Dr. Mauray J. Tye. 

Premycosis Fungoides. Lipeproteinoses. Dysfunction of 
Cerebellorubral Pathways. Presented by Dr. PauL J. 
CATINELLA, 


A Case for Diagnosis. (Lichen Planus? Prurigo Nodularis?) 
Presented by Dr. WiLt1am Wo tr. 


A Case for Diagnosis. (Lichen Sclerosus et Atrophieus? 
Balanitis Xerotica Obliterans?). Presented by Dr. 
SIDNEY ALLMAN. 


Granuloma Annulare. Presented by Dr. GEORGE SCHWARTZ. 


Nevus Unius Lateris. Presented by Dr. G. ROBERT BALER. 


In 1954, cxamination of smears of pus from a 
cervical abscess revealed a branching, fine, filamen- 
tous mycelial structure, which was identifed as 
(?)Nocardia or Actinomyces bovis. Repeated at- 
tempts to culture organisms from open and closed 
cervical abscesses which developed and flourished 
while the patient was receiving INH, PAS, various 
sulfonamide drugs, and antibiotics were unsuccess- 
ful until all drugs were withdrawn for two months. 

A. bovis which was pathogenic for hamsters 
grew on culture of pus aspirated on Nov. 4, 1957, 
from a cervical abscess. Since that time the patient 
has taken sulfadiazine, 0.5 gm. four times a day, 
and erythromycin, 200 mg. four times a day, and 
no new abscesses have developed. 


A roentgenogram of the chest on Dec. 17, 1957, 
showed pulmonary pathology of the right lower 
lobe and eventration of the right leaf of the dia- 
phragm. 


The patient is a well-nourished child who does 
not appear to be acutely ill. On his neck are scars 
and residua of abscesses along both rami of the 
mandible. There is a scar in the sternal notch. 


Repeated cultures from the cervical abscesses 
revealed only S. pyogenes aureus until Nov. 4, 1957, 
when A. bovis was demonstrated. The erythrocyte 
sedimentation rate has been persistently elevated, 
100 mm. to 56 mm. per hour. There has been a 
persistent hypochromic anemia with frequent ele- 
vations of the white blood cell count to 18,000. 

Mantoux tests: October, 1950, negative; July, 
1952, negative; April 9, 1954, positive in a dilution 
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of 1:100; April 26, 1956, negative in a dilution of 
1 :1,000. 
(Reference: Holm, P.: Studies on the Etiology of 
Human Actinomycosis: 1. The Other Microbes of 
Actinomycosis and Their Importance, Acta path. 
et microbiol. scandinav. 27 :736, 1950.) 
“Examination of pus has been undertaken from 
approximately 650 patients with closed actinomy- 


cotic lesions containing anaerobic microbes of the, 


Actinomyces groups. These microbes were not en- 
countered in pure culture in the pus from a single 
one of these patients but were in all cases ac- 
companied by other microbes, This finding is not 
in agreement with the hitherto accepted views re- 
garding the etiology of actinomycosis, that an- 
aerobic ray fungi alone are the cause of human 
actinomycosis. The following hypothesis has there- 
fore been put forward: 

“The actinomycotic diseases are multiple or 
combined infections which arise through a syner- 
gism between anaerobic microbes of the Actinomyces 
groups and certain ‘other microbes’ (B. Actinomy- 
cetum cometans, various anaerobic Gram-negative 
bacilli, diverse anaerobic streptococci and several 
others). 

“Further investigations should be entered upon 
in order to support or abandon the advanced 


hypothesis.” 
Discussion 


Dr. Grorce M. Lewts: It is important to con- 
tinue treatment for some time after apparent 
cure. A combination of antibiotics together with 
supportive measures is usually effective, provided 
they are used over a long period. Does the presenter 
believe the pulmonary lesions are due to the organ- 
ism found? Geotrichum is generally considered to 
be a saprophyte. 

Dr. Norman A. Parrotr (by invitation): We 
attempted 100 or more cultures, and every time 
the patient had been on antibiotics, including the 
antituberculosis drugs, and that was apparently the 
reason. It was not until all chemotherapy and anti- 
biotics were withdrawn for about two months 
that A. bovis vigorous enough to survive on culture 
was obtained, seven years after the onset of illness. 

Dr. M. J. CosteLLo: One of the most effective 
drugs in the treatment of actinomycosis is penicillin, 
but it must be administered in large doses—5,000,- 
000 units daily. Seven years ago the late Dr. 
Benson Cannon gave such doses to a patient with 
this disease, with great success. 

Dr. GeraALp F. MacHaceK: Most of the im- 
portant points have been brought out—the long 
duration, the difficulty in making a precise eval- 
uation, the fact that so many antibiotics can 
influence it, on the one hand, and that even anti- 
tuberculosis drugs can influence the mycotic infec- 
tion, on the other. We do not know the source 
of» the infection. We have perhaps not gone 
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thoroughly into the question of carious teeth. My 
attitude is that the infection is not exogenous but 
endogenous, The child had a lobectomy, and Dr. 
Parrott and I became interested because of his 
miserable condition. He has improved, but I do 
believe that much more intensive therapy is re- 
quired. The tuberculin tests were negative. An 
acid-fast rod was found, and for that reason it 
was first thought to be miliary tuberculosis by the 
people taking care of him at that time. Both from 
my experience and from the literature it is not 
unusual to have cases of actinomycosis that are 
exceedingly suggestive of tuberculosis or gum- 
matous lesions, and there may be concomitant 
infection by other organisms. That may well be 
the reason why poor results are obtained with 
so-called specific therapy, because one deals with 
a multiplicity of organisms that may not react 
to one antibiotic. An organism commonly found is 
Bacillus actinomycetum comitans. In a large series 
of closed lesions, another organism besides A. 
bovis was found in each, on culture. 
Trichophytosis (T. Rubrum), with Dermati- 
tis Herpetiformis-like Dermatophytid. Pre- 
sented by Dr. Grorce M. LEWIS. 

A 55-year-old administrator has had an eruption 
on his feet for many years, During the past 
two years he has been subject to irregularly 
spaced vesicular and scaly eruptions over the but- 
tocks and on limited parts of the extensor surfaces 
of the arms and legs. This usually is symmetric. 
There is considerable pruritus. Antimycotic treat- 
ment during the past year has been temporarily 
effective. Cultures from feet and buttocks revealed 
Trichophyton rubrum. A blood cell count showed 
4,200,000 red blood cells and 7,200 white blood cells, 
with 10% eosinophils. Biopsy has not been per- 
formed. 

Examination shows the typical red, scaly, deline- 
ated eruption of the feet and porous yellow toenails. 
There are pigmented and scaly remnants of an 
eruption on the buttocks and on the knees and 
elbows. 


Discussion 


Dr. Georce C. Anprews : It might be appropriate 
to mention that Dr. Lewis suggested that we look 
for T. rubrum from the feet of a patient with 


eosinophilic granuloma that we presented, and we | 


found the organism there, although we could not 
grow it from the lesion itself. 

Dr. Frank E. Cormia: Dr. Lewis is to be con- 
gratulated for thinking of a fungus in these lesions 
on the buttocks. I must admit that the possibility 
of fungous disease did not occur to me. 

Dr. M. J. Costetto: We have presented cases 
with even a more striking simulation of dermatitis 
herpetiformis. Tolmach, about 20 years ago, re- 
ported a number of cases of a vesicular eruptiqn 
simulating dermatitis herpetiformis in patients with 
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T. rubrum infections, and we have seen a dozen 
such types at Bellevue Hospital and in private 
practice. The resemblance is so striking that the 
generalized eruption caused by T. rubrum looks 
more like dermatitis herpetiformis than dermatitis 
herpetiformis itself! This case is not quite as 
suggestive, but nevertheless it is a good example 
of a true T. rubrum infection. This type responds 
well to Whitfield’s, anthralin, or chrysarobin oint- 
ment. 

Dr. A. C. CreoLttaro: I am indebted to Dr. 
Lewis for a lot of things, but especially for show- 
ing so many clinical manifestations of T. rubrum 
infection. Tonight he has demonstrated another 
variety. 

Dr. GeorcGe M. Lewis: Perhaps biopsy will help 
to determine the nature of the eruption, and a 
further effort will be made to secure one. 
Cold Urticaria. Presented by Dr. 

NELSON. 


Cap, T. 


A Negro woman, aged 44, is presented from the 
Vanderbilt Clinic, complaining of hives following 
exposure to cold, of 10 months’ duration. 

About one year ago the patient noticed that the 
skin about her eyes was beginning to darken. 
In June, 1957, she noted urticaria for the first 
time. At first this was only when she touched 
an icy object. Later she developed a burning 
sensation in the mouth and tongue whenever she 
ate or drank cold food or drink. Finally, any 
contact with cold caused so much edema of the 
exposed parts that the patient has been unable to 
leave her house during the past few months. 

The patient’s health has been generally good with 
the exception of excessive menstrual flow nine 
years ago. She had a laparotomy at that time with 
removal of ovarian cysts. In 1952, she had an 
episode of painless gross hematuria which ended 
spontaneously. No cause for this was found at 
another institution where she was treated. 

Application of ice to her skin is followed by 
the development of a typical hive. There is in- 
creased pigmentation of the periorbital skin. 

Serologic tests for syphilis, including the 
Treponema pallidum immobilization test, were neg- 
ative. A complete blood cell count was normal, but 
the sedimentation rate was 35 mm. in one hour. 
The following tests were negative or normal: 
serum cryoglobulins; L. E.-cell preparations ; latex- 
fixation test for lupus erythematosus; cold 
agglutinins; Rosenbach test for cold hemoglobin- 
uria; direct Coombs’ test; urinary 5-hydroxyindole 
acetic acid; serum protein electrophoresis. 

Intradermal injections of mecholyl chloride failed 
to produce pruritus or urticaria, but injection of 
histamine reproduced the patient’s symptoms. These 
were easily terminated by injection of aqueous 
epinephrine. Passive transfer (P. K. test) was 
successfully achieved with the patient’s serum. 


Urinalysis showed a specific gravity of 1.012; 
albumin, 2+; glucose, 0; 25-30 white blood cells 
and 1-3 red blood cells per high-power field. Culture 
of the urine produced Aerobacter aerogenes. The 
fasting blood sugar was 104 mg., and the blood 
urea nitrogen 13 mg. per 100 cc. X-ray examination 
of the chest and intravenous and retrograde 
pyelograms were normal. Esophageal fluoroscopy, 
using iced barium, revealed no narrowing of the 
lumen or slowing of peristalsis. The stool was 
negative for ova or parasites. 

The patient was given 1-benzyl, 2-methyl, 5- 
methoxy tryptamine hydrochloride (B. A. S. Merck, 
a specific antimetabolite for serotonin) in doses of 
400 mg. daily. This produced at least a 75% in- 
crease in her ability to tolerate cold. Because of 
excessive sleepiness and dizziness on this large dose, 
it has been gradually lowered to 100 mg. daily. 
In the past two weeks the patient has also been 
given chlorpheniramine (Chlor-Trimeton) (16 mg. 
daily). She is still much less reactive to cold than 
she was before treatment. 


Discussion 


Dr. Georce C. Anprews: It is very interesting 
that Dr. Nelson has been using the new anti- 
serotonin drug and that it has been beneficial. I 
have been impressed with the fact that cold urticaria 
and urticaria due to actinic radiation is often due 
to lack of estrogens, and I should regard this 
case as one of menopausal changes. I should sug- 
gest a Papanicolaou smear, and, if the gynecologist 
approves, should recommend estrogenic hormones, 
which I think would cure her. 

Dr. FRANK E. Cormra: I was not aware that 
serotonin was important in the genesis of urticaria, 
and should be interested to know why Dr. Nelson 
gave an antiserotonin preparation. 

Dr. Wisert Sacus: I believe all my cases have 
been in females. I do not recall seeing one in a male. 

Dr. A. C. Crporraro: This patient must be 
careful about swimming. Many drownings have 
occurred because of cold urticaria. 

Dr. Jonn Myers (by invitation): She reacted 
to histamine but not to mecholyl, and, if I recall 
correctly, cold urticaria does respond. 

Dr. Cart T. Netson: Dr. Andrews was 
prophetic in his remarks regarding gynecologic 
difficulties in this patient. Since her laparotomy 
with removal of ovarian cysts several years ago, 
she has had no further difficulty and the gynecologic 
examination is now normal. This point is certainly 
well taken and may bear out Dr. Sachs’ remarks 


that this affliction is commoner in females than 
in males. 


Dr. Cormia mentioned that he did not know 
that serotonin had any relationship to hives in man. 
I do not think such a relationship has been proved, 
but there is the possibility that hives in man are 
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negative. 


A biopsy specimen hike AN -AN was reported as 
showing nonspecific acanthosis and dermal fibrosis. 


Discussion 


Dr. M. J. Costetto: I think the patient has 
generalized discoid lupus erythematosus. He has 


discoid lesions, areas of hyper- and hypopigmenta- 
tion, atrophy, permanent alopecia, the type of 
mutilation observed in the disease, and lesions in 


the mouth. 

Dr. Wicpert Sacus: I agree with Dr. Costello. 
The pathology has certainly ruled out psoriasis 
and neurodermatitis, and, if an elastic tissue stain 
were done, a diagnosis of lupus erythematosus 
might be established. 

Dr. IsaporE Rosen (by invitation) : 
with the two previous speakers. — ; 

Dr. Grorce M. Lewis: In addition to the. 
presenting diagnosis there are points in favor both 
of lupus erythematosus and of pinta. The latter 


I agree 


diagnosis would be supported by the origin of the 


patient and the positive serologic test. 

Dr Ortanno CANIZARES: It is certainly an 
unusual clinical picture. I also had a first impres- 
sion of lupus erythematosus, looking at the scalp 
and ears, but certain features, such as the extreme 
pruritus, are against this diagnosis. I can not 
agree with a diagnosis of pinta, although it should 
be easy to rule out with a dark-field examination 
from red areas. I would be inclined to diagnose 
it as lupus erythematosus but certainly with a 
question mark. 

Dr. Care T. NELSON: I agree with Drs. Lewis 
and Canizares. As a matter o 
I was seeing my first case of pinta. 

Dr. G. F. Macuacexk: I should certainly rule 
out pinta as a possibility and should give him a 
course of penicillin as a therapeutic test. Is there 
any possibility of a superficial mycosis because of 
his contact with horses? 

Dr. Frank E. CorMia: 
who think it may be pinta. 

Dr. A. C. CreottAro: We saw this patient at 
our monthly conference at Polyclinic Hospital, 
and most of us made a diagnosis of lupus 
erythematosus. The patient does not speak English 
and came with an interpreter. Dr. Reyes, who saw 
him five years ago, informed us that he was a 
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Jockey and AA an Sates ae The Hiba A were é hegative, "Blood cell counts: a a (i. 
stops when he gets away from horses. The most follows: i 
likely diagnosis I think is lupus erythematosus, but 1/16/56 6/15/56. vane Shy 
we have not ruled out neurodermatitis or pinta. Hemoglobin (13 Gm.) (15.5 Gm.) (13.8 Gm.) 
The first two biopsies were not conclusive, and Red blood ? o a 
a third was consistent with a collagen oiee — cells 4,250,000 5,510,000 (i Sean 


probably lupus erythematosus, “White. blood. | gett: a H 


A Case for Diagnosis Pr ntho istana ?). cells 8,500 

Presented by Dr. A. C. CIPOLLARO. 4 Baraenn 3 

A 50-year-old Cuban man was first seen at the L Stua a pi 
Polyclinic Hospital on Jan. 12, 1956, for an ei cells - 3% 
erythematous, papular eruption on the left cheek Riss wee a Ee 6% 
and left arm, and a circinate, edematous patch on Bas nts ga z 
the right lower part of the abdomen. The left eer a : ee nA J "1956, 
parotid gland was enlarged, and generalized — ona: psy ; pecimen in January, aes was re ja 
adenopathy was noted. He gave a history of por P ce R — gr EA multiforme rez ae 
tuberculosis of his lymph nodes of the left cervical eas yE oe ioe: 3, rom the upper part: of he i 
and left axillary areas. These were treated ~ ee in Mar Was reported simply as g he. 
surgically in 1941-1942 and again in 1950, Radia- “"Ythematopapular lesion. | Bie 
tion therapy was also given to the operative sites. _ 2 ee a Discussion ai 
The cutaneous lesions and parotid swelling faded } | l he a q 
almost completely after two weeks, and biopsy ; Dr Wasa Bias I certainly could q j not- 
showed an erythema multiforme reaction., Five make a diagnosis of lymphoblastoma on what Isa W a 
months later the patient returned to the clinic with There were some vesicles there, and I ‘wo id Ly 
pruritic, circinate lesions on the face and forehead. — = suggest that more sections be cut from the sz ne e 
These lesions involuted over a period of two to three block, because I would consider the possibility o of 
weeks. In March, 1958, the patient visited the _ herpes zoster. z a VA 


É 


ri ~ ATA 

clinic again with pruritic lesions composed of, t Dk: ISADORE. ais (by invitation) : It i is at on f 
groups of papules surrounded by erythema on the that; patients with Hodgkin’s disease and leukerts a 
right cheek, right shoulder, and right upper arm are apt to have recurrent attacks of zoster. He — 
in zosteriform arrangement. There were circinate does have vesicles, a p 
 papulosquamous lesions, about the size of a half Dr. Georce M. Lewis: As suggested, herpes 
_ dollar, on the proximal anterior surfaces of both zoster on the basis of lymphoblastoma is a like e 
arms, and there were slightly smaller circinate diagnosis. The lesions appeared lichenoid, pir 
lesions along the vertebral column as far as the and papular. Lichen striatus might be an E e or 
sacrum. The zosteriform eruption developed into possibility, although the distribution is not typical, 
crusted erythematous patches and later scaly lesions Dr. G, F. Macwacex: I assume those glands- 
but no vesicles were observed during the course of were lymphoblastomatous and not tuberculous. This $ Ş 
the eruption. ` might be a lymphoblastoma with a so-called forme 

There are slightly NEL M patches on the fruste of herpes zoster, a, 
left cheek, left shoulder, and left pectoral < area, with Dr. Georce C. Anprews: I think that polat EA 
areas of crusting in the central portions of the — right or left was mentioned, and the patient said — “i 
patches. There are faint traces | of circinate, Si: had lesions on the right side at one time. Weck 3 
erythematous lesions c on the upper arms, back, and all know that patients with lymphoblastoma, T 
abdomen. EER A especially Hodgkin’s disease, may develop very. Bo 
severe herpes zoster. Such patients are also subject | 
to attacks of erythema multiforme. The histology — oe 


| was of an erythema-multiforme-like eacti Ei 
The tuberculin test was AE in a dilution of | this man’s néck there were many r 
1 :100,000. A roentgenogram of the chest showed that were x 


moderately dense nodules in the apex of both suggests that Hodgkin’s disease should be excluded — 

lungs, indicating inactive r residues of an old process. : by microscopic study of one of these nodes, 

There was a calcified lymph node, oe cm. in = DR FRANK E. Cormia: I agree with most o 

diameter, i in the left supraclavicular region, on te previous speakers and particularly Dr, Andrews, 
Urinalyses were essentially normal a trace of -= With an ill- defined eruption of this type, particu 

sugar, a slight trace of albumin, and 6- 3 red blood larly when it occurs in conjunction with adenopatey’ 

cells per high-power field being found “ once each and with so many bizarre features, I think the first 

out of several determinations, The fasting blood thing to be considered is lymphoblastoma, I sup- 

sugar was 132 mg. per 100 cc. mca tests for pose herpe zoster can occur in a forme fruste, P. 
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_ Treatment has consisted of antipruritic lotions 
and emulsions. ; 
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discrete and their neoplastic feel to me 
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he AAT Pa ys been able | to identify at least ; a few KOE a ‘resolving herpes zoster. I E PEER that ipis: aa 


as “ne s. If this is a lymphoblastoma, par- 
ilar Tenker ia, he may have developed leukemic 
s in the site of a, previous zoster. I can not 


























M. J. Gami: iI agree with those who 
eit is Hodgkin’s disease. At Willard Parker 
‘Hospital, , whenever we were called to see a patient 
gy ith ho pean herpes zoster of the’ gangrenous 
geethctarly if it was accompanied by a 
liform eruption, we thought of Hodgkin’s 
e as 5 the indirect cause. True infiltrations of 
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a ine —_ Pigmenti. Presented by Dr. Or- 
he ANDO CANIZARES. 


BY: f - boy aged 53⁄4 years has lesions which were 
TFR st noticed at birth. There has been no appreciable 
A change recently. 

-There i is a peculiarly distributed pigmentation on 
. sides of the face, extremities, and trunk. The 
ions tend to appear in a bizarre configuration 
‘a along the extremities, forming lines or angles with 
harp outlines. There is a faint, papular, lichenoid 
pe era ption, more pronounced on the cheeks, A 


oy ague, irregular alopecia is present. 


Rai 


an 


Discussion 


P op: : Wirltextr Sacus: For want of any other 
a iagnosis I will agree. However, I have never 
z seen” this linear pigmentation in incontinentia 
_ pigmenti. I have seen several cases of that disorder, 
A ‘but it occurred in patches and not in streaks up 
Bf: pian down the legs. 
Dr, M: J. Costetto: That was my impression 
oat first, but the eruption is generalized and 
` systematized, with a segmental distribution, and 
it suggests a systematized nevus as well. 
Dr. Cart T. Netson: I agree with Dr. Costello 
Pca Dr. Sachs. I think this is a nevoid condition 
ot the incontinentia pigmenti type: 
i 3 ` Dr G. F. Macwacex: This is a systematized 
| process; no new lesions have appeared, the areas are 
rough and there is no marbling effect. Incontinentia 
pee pigmenti i is also considered to be a chromatophore 
RE "nevus, and the newer concept is that in that disorder 
ie et Submitted for publication Sept. 15, 1958. 
i i667 740 
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é a, does not represent true infiltrations — 


odgkin’s disease in herpes zoster but roughly — 
a zosteriform occurrence of the disease itself, which. 
is not rare. 

Dr. A. C. CreoLLARo: We do not know for 
certain what this patient has. We think he has 
lymphoblastoma. 

Generalized Pruritus with Delusions of Flora. 
by Dr. A. C. CIPOLLARO. 
Lupus Erythematosus (Subacute). 

GEORGE M. Lewis. 

Melanosis. Presented by Dr. ANTHONY C. CIPOLLARO. 
Mycosis Fungoides: Infiltrative Basal-Cell Epithelioma of 

Leg. Presented by Dr. A. C. CIPOLLARO. 

Amyloidosis Cutis. Presented by Dr. A. C. CIPOLLARO. 


Lichen Sclerosus et Atrophicus. Presented by Dr. GEORGE 
M. Lewis. 


Presented 


Presented by Dr. 4 


one should find precursors—bullae and other lesions. 
I am more inclined to think of a systematized 
nevus than of incontinentia pigmenti. à 

Dr. A. N. Domonkos: I agree with the diagnosis 
of systematized linear nevus. It would be interest- 
ing to examine the hairs over areas that seem to 
be involved and contrast them with normal hair. 
On looking at the scalp I could see hairs of 
different texture. It would be interesting to 
examine them under the microscope. It suggests 
a nevoid condition in the scalp. 


Dr. Frank E. Cormia: I favor the diagnosis 
of systematized nevus. There are no other evidences 
of incontinentia pigmenti in this patient, no other 
dystrophic signs, and no history in other members 
of the family. 


Dr. Eucenre F. Traus: This is purely specula- 

tive; since we do not know the cause of these dis- 
orders, it is merely a matter of trying to catalogue 
them. In older days we would have been willing 
to call it ichthyosis hystrix, as Dr. Sachs suggested 
to me, or the linear type of systematized nevus. 
I believe only about 30% of a relatively small 
number of cases have bullous lesions, and I think 
it has been mentioned that a rough, verrucous type 
of lesion is relatively uncommon. Here, I think 
some are showing evidence of that. As Dr. 
Domonkos pointed out, there are certain crinkly 
hairs on the scalp which are usually signs of a 
hairy type of nevus. It might be wise to warn the 
mother that it might be a progressive affair. If 
some therapy is given at this stage it will be 
given the blame for subsequent lesions. 


Dr. L. P. Barker: The child has dry skin, 
follicular hyperkeratoses on the extensor surfaces 
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seen 


several patients 
incontinentia pigmenti in whom linear lesions and 
whorls occurred, often concentric in arrangement. 
` I agree that this is a systematized nevus. : 
Dr. Douctas Torre: I think it is incontinentia 
pigmenti. I could not find any thickening -on 
palpation. The lesions that looked raised became 
_ flabby on stretching, as if there were atrophy 
_ rather than hypertrophy. | 
~ Dr. Ortanpo Canizares: I have been almost 
unanimously overruled. The fact that the lesions 
are rough does not entirely rule out incontinentia 
_ pigmenti. Some cases have been reported with 
_ changes in the scalp and some with lesions of a 
_ lichenoid pattern. I shall try to get a biopsy 
~- specimen. 
Dr Eucene F, Traug: Will biopsy establish a 
_ diagnosis? ang 
-= Dr, Wuert Sacus: I believe Dr. Torre was 
_ thinking of the four major types of nevi, but 
there are many other types not included. It would 
be highly unlikely to find any one of those four 
types. All you would find would be pigmentation, 
and it would be hard to tell unless there were 
clumping of pigment, | Biopsy would tell you 
- whether it was ichthyosis hystrix rather than 
some other type of nevus, We are talking about 
closely allied conditions. 


A Case for Diagnosis (Pemphigoid Eruption). 
_ Presented by Dr. Lestie P, BARKER. 

A 45-year-old white man, an employee of the 
telephone company, is presented from St. Luke’s 
Hospital with an eruption in the axillas and 
groin of one year’s duration. He was previously 
presented at the New York Academy of Medicine. 
Fourteen months ago grouped and single bullae 
appeared in the right axilla and within one month 
spread to involve both axillas and groin, The 
lesions are intensely pruritic. Prior to coming 

_to St. Luke’s Hospital he had consulted several 
! physicians and received only local medication. He 
_ was told that, although the diagnosis was inconclu- 
sive, pemphigus, underlying neoplastic disease, and 
dermatitis herpetiformis were considered. 

-~ The past dermatological, medical, allergic, and 


~ 


family histories are negative. He had taken no 
drugs except an occasional acetylsalicylic acid 
tablet. Physical examination reveals only mild 
hypertension. | 
In the right axilla is a resolving bulla 2 cm. in 
‘diafneter. No other lesions are present. 
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bulla were dilated and contained blood cellu a a | 


exudative cellular infiltration of small round cel Me 
and cosinor hils: d 
edema, loi 
The patient has been under ; observation “fad A 
The numbers of developing _ bul jae 2 
have decreased from 13 weekly to 0. Treatment ~ 
rs Cc 
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of sulfisoxazole (Gantrisin). One lesion has | 


peared in the past three weeks, ee Ae 
Discussion SAAS 


Dr. Wirperr Sacus: I ‘saw the slide, an Pe 

without knowing that somebody had already said 

so, I thought this patient would possibly develo 

pemphigus in the future, or that I would look | 

for some type of neoplasm. Mees one 
Dr. Maurice J. COSTELLO: 


ae 


> 


‘ete ae 
< Fiaa ye TE 


or groins 
(parapemphigus), ed 
in the beginning. His general health, which is $ 
unimpaired, would favor - cite Ohm 

Dr. Cart T. NELSON: 
previously and tried to make 3 {aes 
eruption, but I certainly think bullous pemphigoid 
is a likely possibility, It should be remembered, ` 
however, that even in cases of true pemphigus i a N 
may take several biopsies before one finds some 2 
thing less subepidermal and more intraepid 3 mha l. 

Dr. WILBERT SACHS: Pemphigus is just as ofte at is! 
subepidermal as intraepidermal. I believe Lever © 
was not entirely right about that, If you find an y 
intraepidermal bulla it will definitely rule out _ 

i y rule out 

some other diseases, but you can make a diagnosis =- 
of pemphigus without it. et Se 

Dr. Maurice J. Costetto: Some feel that to ~ 
make a diagnosis of pemphigus you must have an CRG 
intraepidermic bulla. That has not yere > 
perience in every case, : 


‘not been. my ex" 
certainly. I should not < ği 
regard a case as pemphigus vulgaris if the 


maas subepidermic, The location of the bulla 
histologically is only one facet in the diagnosis of - f 
pemphigus. i BEAR 

Dr. WiuererTt Sacus: 
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I have heard the same _ aie 


Statement since Lever came out with’ it. The? wa 
question of dermatitis herpetiformis, eryth aa NU 


multiforme, and pemphigus has been discussed. at N 
length. In my opinion, the bullous lesion im ae 
dermatitis herpetiformis and erythema multiforme = X 
; l wh, ras ` 
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ys subepidermic; in pemphigus it may be- 


fe sep rates rapidly from the epidermis and thus the 







“the tops of the papillary bodies. This is not seen 
“in pemphigus. In pemphigus, the cutis shows a 
' multiforme. erythema type of reaction, but in 
` dermatitis herpetiformis there is a neurodermatitic 
“type” of reaction, In pemphigus, most of the 
~ eosinophils are in the lumens of the vessels, while 
pein dermatitis herpetiformis. the eosinophils are 
~~ chiefly in the cellular reaction, é 

De. Frank E. Cormi1a: Since in pemphigus one 
or “exceptionally a subepidermal bulla, can we be 


a 


"subepidermal in location. I see no objection to 
_ making a diagnosis just because 1t 1s subepidermal. 
C. Dr Wrezert Sacus: In such a lesion as you 
© “see here, no matter how many sections you cut, 
a ‘it is intraepidermal, Where it is subepidermal in 
< pemphigus, the papillary bodies are not separated 
oat all, but here they are separated, as would be 


pi -the case with a cantharides plaster. In pemphigus, 
fe, I believe subepidermal and intraepidermal bullae 


e 
f E D 
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K 


“are equal in number. Those cases with intraepider- 
-imal bullae have a positive Nikolsky sign, and the 
others do not. I think the whole process starts in 
the capillaries. It is a highly toxic process which 
Pe “goes right through the epidermis, but it can be 
stopped at the epidermis. 


je Sa 


c . Dr. FRANK E. Cormia: Is it not true that in 
` pemphigus there is little or no inflammatory reac- 
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tion? | 
Dr. Weert SAcHS: Microscopically, there is 
fas plenty—it is never without an inflammatory reac- 
tion. Clinically, the lesion looks as though it were 
` forming from normal skin, but not microscopically. 
10i. Dr. Frank E. Cormia: I agree that the diag- 
Aae nosis in this case must be purely speculative. It 
E me is a question of watching the patient and seeing 
t ; AG he develops pemphigus. 
= Dr. Evcene F., Traus: I believe this patient 
=- has pemphigus right now and that he will die of 
j 


, 
f 


$ 


sooner or later die of pemphigus. Naturally, I 
=- refer to the period prior to our more modern 
therapy, which has modified the prognosis in many 
cases. I have seen the process go as rapidly as 
three to five weeks with death, or drag along for 

two or three years, but where there are bullous 
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Dr. DoucLAs Torre; I agree that it will 
probably turn out to be pemphigus, but there is 
one point in favor of dermatitis herpetiformis; the 
patient has had two courses of sulfonamides and 
has no lesions. 

Dr. G. F. Macuacex: Dr. Traub says he has 
never seen a patient with blebs in the axillas and 
groins who did not die of pemphigus. Years ago 
Dr. Lapowski coined the adage that if a patient 


did not die, he did not have pemphigus. We had 


a patient with all the criteria of pemphigus, with 
lesions in the groins and axillas. We made a vaccine 
and years later she was perfectly well; so I would 
not say never, particularly when the histologic 
criteria are so indefinite. We have no precise 
criteria on which to base a diagnosis of pemphigus 
in particular cases. 

Dr. M. J. CosteLLo: I think pemphigus vulgaris 
and dermatitis herpetiformis are dermatoses with 
continuous manifestations with rare remissions but 
frequent exacerbations, though this may be altered 
by specific therapy. I have several patients now 
who had pemphigus vulgaris who are perfectly well 
and who are not taking steroids. 

Dr. L. P. BARKER: This eruption did not clear 


on sulfisoxazole or Midicel. It has, however, cleared | 


on several occasions without medication. 


Lichen Planus-like Eruption Caused by Chemi- 
cals Handled in the Processing of Color Film. 
Presented by Dr. ORLANDO CANIZARES. 


A 28-year-old Puerto Rican man has been in the — 


United States for 10 years. He was formerly 
employed as a mechanic, but for one and one-half 
years he has worked as a supervisor for a company 
engaged in the developing of color film. The 
patient handles the films during development; oc- 
casionally they break, and he has to staple them 
together, and in so doing his hands get splashed 
with the solutions in the tanks. 

In about April, 1957, the patient noted an eruption 
on the dorsal aspect of the fingers, which later 
spread to the arms, neck, face, and inner aspect 
of the thighs. The patient states that the lesions 
were more reddish at the onset and later became 
darker, He further states that the lesions were 
always dry. They were very pruritic at the onset 
but are not at present. 

Increased pigmentation in diffuse form is seen 
on the flexor aspect of the forearms and the dorsal 
aspect of the hands, forearms, and face. Both 
sides of the neck, the forehead, the areas about 
the left eye including the upper eyelid, and the 
middle third of the inner aspect of both eyes are 
involved. On the upper extremities the pigmenta- 
tion is diffuse, covering most of the forearms, but 
in the flexor aspect’ of the elbow it presents 
parallel horizontal lines with normal skin in be- 





| tween, Pa ‘the sae ONEA region, s 
more. pronounced. on ‘the right side, there ‘are also - 


-parallel lines of pigmentation approximately 5 mm. 


in width and 3 to 4 cm. in length. These lesions 


` seem to follow the lines of cleavage of the neck. 
On the abdomen at the left of the umbilicus there 
are several patches which are slightly infiltrated 
and pigmented. The lesions on the thighs present 
a peculiar netlike arrangement, each lesion being 
somewhat annular with normal skin in the center. 
On the dorsal aspect of the hands and fingers are 
several raised, well-defined plaques of a purplish 
color. These plaques are round or oval, 2 to 3 cm. 
in diameter, and have a tendency to run together 
_ forming larger patches. The mucous membranes of 
the mouth and genitals are not involved. The rest 
of the body is free of lesions. 


Discussion. 


Dr. M. J. Cosretto: These are very interesting 
and enlightening cases, I do not think from the 
clinical point of view that the eruption is lichen 
planus. I get the impression of dermatitis venenata 
on the exposed surfaces, and superimposed is a 
lichen planus-like type of neurodermatitis. You 
would think there was some type of inhalation or 
ingestion or contact-spreading mechanism here. It 
would be difficult to know otherwise how the erup- 
tion appeared on the lower extremities. It would 
appear that the torso is free and the extremities are 
involved. 

Dr. G. F. Macuacex: Evidently this has been 
the experience not only of Dr. Canizares but also of 
the men at Eastman Kodak. This patient did have 
lesions on his tongue. 

Dr. A. N. Domonkos: I am tremendously 
grateful to Dr. Canizares. As a matter of fact, 
I could have presented a case today myself. Some 
two weeks ago I saw a patient who was referred 
as a compensation case with a contact dermatitis 
due to a film developer, and unless I had deferred 
to Dr. Andrews’ opinion I would have taken a 
biopsy specimen to prove it was not due to contact. 
This patient had typical lesions of lichen planus 
on the forearms, on the flexor surfaces, and also 
typical violaceous, polygonal, flat-topped papules 
around the corona of the penis, so typical of lichen 
planus that it could not be anything else. To 
confirm Dr. Andrews’ opinion, we did patch tests. 
The patient brought in chemicals and also literature 
saying the substances were primary irritants and 
warning against patch testing. The patient was 
removed from work, and in two weeks’ time the 
eruption had completely subsided. He had no lesions 
on the buccal mucosa, or elsewhere, except on the 
arms and penis. 

Dr. Frank E. Cormia: One thing puzzles me. 
If it is a contact, it is easy to understand why 
he would get a typical eczematous contact reaction, 


































Se asa 

RER redes SEE RE pet 
` because one may ratte ats EPAD e i ment, y 
_penetratés rather easily into the epidermis, but how ~; 


can it penetrate underneath and produce’ a aint chen. -3 


planus-like eruption? I am wondering about’ the ~ x 
man who had a positive reaction to film. If Dr hes 
Canizares does a patch test, instead of using just S 
one substance, he might combine them. There must 
be a chemical reaction between these substances, 
and the combination might produce the eruption. - me k 


Dr. E. F. Traus: If many patients have brie 
seen with this particular type of eruption, there at 
can be no question that it is occupational. Wh ie 
the eruption is produced entirely as a contact, ort 
whether inhalation is involved is a question., ke = 
feel it may be both, due to contact in a measure, 
because of the fact that some of these patients | 
had a preceding eczematous eruption. The patie 
today described his eruption almost as a vegetatiy 
dermatitis at a time when that might- ceste 
scratching and chronicity. I do not- ‘think 
man was such a clear-cut example. There is son 
question in my mind that he had lichen plan 
today, but certainly he had an eruption in ‘that 
general category, although more of a neuroder ati- 
tic type. I think studies in inhalation should De Tue 
carried out; get material which is probably volatile | 5 
and have the patient inhale to see what the resul i 
might be, instead of doing an ordinary patch es tg | 
which does not seem to be the right approach. 
You cannot produce localized halogen eruptions by!» 
patch tests, and there are any number of. other 
examples. Inhalation or ingestion would be the 
type of testing I should undertake, meade te 
here. “rh 


Dr. FRANK E. CorMia: 


ox 
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ij 


if a lichen planus-like reaction supervenes, 


Dr. Frank C. Compes: This discussion r 
me of that which transpired when we first observed 
similar eruptions from atabrine during the war | 
in the Pacific. Were they or were they not lichen < as 
planus? I think they were and that this patient — st 
also has lichen planus. These cases have. all. the © 
clinical and histologic criteria for this diagnosis. ` 
Similar eruptions, which I think are also lichen a 
planus, occur after gold, bismuth, and arsphenamine,, ip ? 
The eruption in this patient is not of the eczematous | f 5 
contact type and I agree with Dr. Cormia that we. 1 
would not expect an eczematous reaction to a patch — 
test to be of much significance, particularly iyi 7 
some of the substances are primary irritants, Also, 65] 
if there were a lichen planus type of reaction it | 
might be a Koebner phenomenon. If the substance 
is not a primary irritant and we get a lichen planus — 
type of reaction beneath the patch it would be 
very significant. Some of the contactants may be — 
absorbed through the skin as well as inhaled, or 
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BA y | this patient are a result of systemic absorption, 
dT do not see how to explain the eruption just 
“from contact © of the chemicals with the hands. 
Certainly I think the case deserves a lot of inves- 
ce gation and further study, and I should like Dr. 
bes Canizares to carry it on, because it is important 

Piiediastrial medicine. I think then it should be 


“a a ablished as a separate article. 


> patient is working with many primary irritants ; 
ie he j would be doing his own epidermis stripping, 
pe resultant absorption of dye chemicals leading 

a generalized drug eruption. I think some of the 
llow dyes are related to quinacrine (Atabrine), 
and this relationship should be looked into. 


; “De Wiuzert Sacus: If this lichen planus is 
Câu sed by inhalation or ingestion there would be 
-nothing unique or peculiar about this eruption. I 
ect hink it is a form of lichen planus, and, if you 


Fy 
an Way 
arua 


$ Las a contact and goes into lichen planus. 
at ‘makes this most unusual is the indication 
the at, it resulted from the external use of some 


$ e ical, and, if this could be proved, it might 
Aa throw ; a lot of light on lichen planus. 


as Dr G. F. MacmaceK: Dr. Torre said that some 
of these yellow dyes are related to quinacrine; I 
Bs should, therefore, suggest that the urine be ex- 
a amined, which might shed some light. I might 
bs ri so make a comment re lichen planus following 
ot uin acrine. Only in a very occasional section of 
$4: 3 reat many’ I have seen are the typical changes 
aa would lead me to make a diagnosis of lichen 
~~ planus. There are inflammatory changes, and so 
x Een but not that combination of fragmentation 
mn . OF A the basal layer, zonal subepidermal infiltration, 
os ide | granular layer, compact localized keratosis, 
S a slight depression. I should like to see any 
E “sections that Dr. Sachs may have of this condition. 
ra A cannot see why this eruption could not be due to 
cor ntact. The patient might handle his penis. His 
cr ngernails were discolored today. I think we might 
‘some traces ot the chemicals in his urine. 
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be koaa afte: A the patient's 
ached fingers with his food. ‘This has been — 
similar cases, The manifestations 


Dr Doucas Torre: I agree with Dr. Combes. — 


= stop ‘to think, discoid and lichenoid dermatosis © 
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De iai FRAN De Sachs, did you 
say you could differentiate true lichen planus from 
gold and arsenical lichen planus-like eruptions? 

- Dr Wirpert Sacus: I cannot do it all the 
time, but often enough; you could say there were 





lichen planus-like lesions following drug ingestion 


because there are certain features about the reac- 
tion from drug ingestion that are not found in 
cases of lichen planus not due to that cause. 

Dr. ORLANDO CANIZARES: This is a most unusual 
type of reaction. I have observed five cases present- 
ing this eruption which, in most cases, is clinically 
identical to lichen planus, The only difference is 
that the hands and forearms are completely covered 
by the lesions. A persistent residual pigmentation 
remains. The isolated papules present all the 
characteristics of lichen planus. No oral lesions 
have been present, but the glans penis of one 
patient was affected. Unquestionably, there is a 
chemical used in the processing of color film, which 
causes the eruption, Among the substances handled 
there are several dyes, one of them yellow, which 
possibly is chemically similar to quinacrine. The 
mechanism of development of these eruptions is 
interesting. Since the patients stated that they had 
their hands in the solutions I assume that the most 
likely process is absorption through the skin, 
although the possibility of inhalation or even 
ingestion should be considered. In my cases the 
eruption was dry and lichenoid from the onset; 
no active eczematous phase was observed. To my 
knowledge, this is the first time a lichen planus-like 
eruption has been observed to develop from local 
contact with a chemical. If other mechanisms can 
be excluded, I intend to follow up the studies in 
these cases. Undoubtedly we will see more of them 
now that color film processing is being carried out 
in plants all over the country. 


Report from Last Meeting 


Cold Urticaria. Presented by Dr. Cart T. NELSON. 


Dr. Cart T. Netson: The patient was rather 
somnolent from the serotonin antagonist (BAS). 
Therefore, we gave her 2 tablets of corticosteroid 
daily and reduced the dose of BAS. This helped 


even more and the patient is now doing very well. 
Erythema Multiforme Bullosum. Presented by Dr. Les. 
LIE P. BARKER. 
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~The Ne ew, N ewer, antl Nowe. 


In February, The New. Newer, and Newest hailed the formation of The National RS 
tion for Research in Cutaneous Medicine, Inc., a nonprofit organization, Mr. Louis L. Spirt, Ri. 
President and Executive Director. The information was contained in a news release which re 5x4 
listed the names of a number of dermatologists who were to serve on a Medical Advisory y. Se 
Board for the organization. It has since been learned that Mr. Spirt is financially interested i in ei 
a firm which promotes a drug designed for the treatment of a certain skin disease, This, of E i 
course, raises the important issue of conflict of interest and, as a result, the following people Becks 
have withdrawn from membership on the Advisory Board: Harvey Blank, ANS Arthur Per. 
Curtis, Mescon, Osborne, Rattner, Rothman, and Sulzberger. | 5% ee 

Both Minnesota’s Health for February, 1959, and the St. Paul Pioneer Press, Mate 22, ie a a 
1959, paid high tribute to the venerable Dr. H. G. Irvine, retired dermatologist of St. Paul, Ag À 
for his important role in the establishment of the venereal disease control program of the. 
Minnesota Department of Health. 





















Hamilton Montgomery has assumed Emeritus status in the Section of Dermatology at the ‘ea ag 
Mayo Clinic. mee 7 Pie 


Irvin Blank was given the Special Award of 1959 by the Society of Cosmetic Chemists for | 
his major contributions to dermatologic research. i 


Richard Sutton and practically the entire staff of the Department of Dermatology at” ae ee 
Kansas University Medical Center have resigned in protest because the administration had — 
downgraded dermatology to a subdivision of the medical department with “a time RE. % AR 
which the staff believed was inadequate for proper instruction of students.” Fa E: % 


A 


— So pes. 
On a happier note—at the University of Illinois, Adolph Rostenberg Jr. has been appointed FA 


Chairman of the Department of Dermatology, with full autonomy. 


At Harvard, Tom Fitzpatrich has been appointed the Edward Wigglesworth Professor 
of Dermatology. 


Have Slides, Will Travel Department.—Last March, Alfred Hollander delivered a lecture. 
in Spanish before the Peruvian Medical Association in Lima on “Diagnosis and Therapy ini 
Dermatology.” He also addressed the Peruvian Anatomicopathological Society. 

The New England Society of Allergy was addressed March 25 by Walter Lobitz, on 
“The Physical and Physiological Identification of The Atopic Individual”; by John Shasi Beatty 
on “The Role of the Allergic Mechanism in Atopic Dermatitis,” and by Toba K. Fronie$, on. a 
“The Management of Contact Dermatitis.” 

John Haeberlin addressed the American Association of Railway Surgeons, in Chicago, on x 
April 18, on the subject of contact dermatitis, 





Noteworthy Notes.—It is said that the gimmick on that do-it-yourself epilating tool, adver- 
tised so widely, is that a battery is required. l 
You can now order toupees from the Elvis wave to the crew cut or Ivy League; from dis- 
tinguished gray to youthful brown or black—you can be the male of your dream—by mail order! 
HR, 
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e a eTa ee shies as i ir SA R ie rave PR 
he f ce, with ulceration and 1 necrosis leading to death in a few ‘months. The 

the initia is. din the vicinity of. the nasal septum. Therapy, in- 
ma grear, a: al Bacterial nf aes syphilis, 





ne. “Lazan, Chica. | 
GTA COMBINED WITH ‘Caincternat, Tenri YostFoRM. ERYTHRODERMA “AND 
OP} aL: Brome, M. Wareins, and G. Eacers, A. M. A.J. Dis. ‘Child. 96 :724 
geneti  Packground i is reported. Twenty-eight previously RANS cases were at yn 
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less ot subcutar = ‘granuloma annulare occurring i in the e galea Snoneupotica: is reported. 
Sete | a Ste: ; LAZAR, Chicago. 


x ' WE 


1 96: 727 7 Dec.) 1958. 
c ort of seven years’ tanh without mucous membrane involvement is presented, © 
: -= Lazar, Chicago. 


8 (Dec) 1958.. 


T d. api U was associated with an electrophoretically determined broad-peaked 


T associ inemia nor cryoglobulinemia nor a coagulation defect existed. On occasion 
a as incapacitated, “due to severe pain, swelling, and tenderness in the lower extremities. 

e the purpura, and intermittent cervical swellings (parotid gland?) were, 
reste: 1 that the Ahome parpua: represent disorders in a cells” 


\TAL L Arraste AT maaan PE RSET E EER THERAPY. D R. HOLSINGER, 
on, and Ls WercH, Proc. Staff Meet. Mayo Clin 33:679 (Dec. 24) 1958. 


sdefiilite proof i is lacking, it appeared that fatal aplastic anemia followed 10 days of 


. ethoxypyridazine therapy. Thrombocytopenia and leukopenia have been reported follow- 
use of ae tad Patents, using the oe should discontinue it and consult Paer, Pymin 
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L aan had nonthrombocytopenic purpura (Waldenström) récurring over a 


inemia and an ‘increased sedimentation rate without serious systemic illness. Sa 
























Cyr Inia ai the cai. Specs R extract, has deox: yco rtone- A 
When 29 patients y were treated with hydrocortisone and aioeg erties ae A drocort sone \ 
_ more effective i in es es mainly af. cases, § lites ee, 
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ZOSTER ‘ae Pena? co w. EA Brit. I M. 2 :418-421 (Aue. 16) 1058, ay 5 
Zoster sine herpete i is commoner than supposed. It sħould be suspected in 1 unilate 
mental pain of sclerotomal or dermatomal type, or both, with complete recovery in afi eeks; 
Unilateral gies ges disturbances nonien as Bath: or paralysis ss be prer Z ste we 
without a rash. | me URES oat a EEE 
SULPHAMETHOXYPYRIDAZINE IN ‘Dexwarmis Herrentroraas, F J EFFERSON, Brit. MJ . 
210: (July 26) 1958. areas eRe PES yar ‘ 
‘Twelve cases were treated, with satisfactory results in all, One Saien AA oped -what 


appeared to be genuine rubella and continued treatment withoùt ill effect. Another pa natient t 


_ dizziness and headache but was able to continue treatment. Blood and- urine tests 6 revealed | o 
_ abnormality. ) : 


T + is as A 
SKIN RELIEF Types, S. HANUŠOVÁ. sad V. Dorejsf, Arch. klin. u. exper. r. Dermat, 208: 13 


“In 100 males and 100 females between 2 and 83 years of age ane oa oe skin: 
skin surface of the medial aspect of the left forearm was examined by the microrel 

-of J Wolf. Two types of skin relief were found, showing a papulary body with lo higt: 
~ papillae. There are transitional findings between these two types. These- ol rvatións 2 si 
consistent with A Blaschko’s original work, published in 1887. Skin relief types’are he ditary 
HOLLANDER, Springfield, 1 Mass. ; 


LIVER FUNCTION IN Eknoceeot Eczema. H. EISSNER and G. W. Korie, Arch, ies 
exper. Dermat. 208 :24-32, 1958. Medd (ae: 
In 14 males and 16 females with endogenous eczema serum cholinesterase, glace. toler: i? ra ks 

(modification of Ludwig and Strehler) and Bromsulphalein excretion (Zimmer's two-dye t í est 


were examined. The authors did not find any remarkable change of liver function a in 
oadogenous eczema. 


HOLLANDER, Springfield, Mass, o 


CONTRIBUTION TO COMMON OCCURRENCE OF GROENBLAD-STRANDBERG SYNDROME (Ps D 
XANTHOMA ELAsTIcCUM DARIER) AND TUMOR OF THE HYPoPHYSISs. | M. rag, à 


J. Sucar, Arch, klin, u. exper. Dermat. 208 :33-37, 1958. i SE a 

A chromophobe adenoma of the hypophysis was found in a 59-year-old man waiti pseudos 3 
xanthoma elasticum, The authors feel that this tumor is of etiologic significance. ee 
HOLLANDER, Springfield, Mass. È S 


INFLUENCE OF Hypoxyposis ON EXPERIMENTAL DERMATITIS. S. Boumir and E.: ‘Larusxs, 
Arch. klin. u. exper. Dermat. 208 238-43, 1958. UETA PAAA $ 


Experiments on rabbit ears showed the influence of hypoxydosis on origin and course of be 
¿cute dermatitis. ý 


HOLLANDER, Springfield, Mass... | ae ree 
Ge or LICHEN ScLerosus er Arropuicus. W. Hauser, Arch. klin. u. exper. ‘Dermat. te 
- -208 :44-52, 1958, ' A 


A 59-year-old woman showed skin changes of morphea and lichen selerosus et atrophicus — oe 
in the same areas. This combination was confirmed histologically. The author discusses the — ae 
possibility of a common etiology of the two diseases, whereby the same agent by way. of the 
peripheral circulation brings about pathologic changes of the subepidermal part of the corium 
in lichen sclerosus et atrophicus and of the middle and deeper parts of the corium in morphea. | 

HOLLANDER, Springfield, Mass. 
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BLAK e klin. u. exper. Dermat. “208 :53-62; T Es St 8 l 
oe lectric plethysmography is” considered a useful hiiit n Tornis APERE Sah 
p ssi arterial circulation estan ye : ae is T for diagnosis, Drognosis, and 


Bee Sea ae x 3 K : N - Horranper, Saha Mai 
. NEUROVASCULAR REAA OF -NEURODERMATITIS WITH Raca nD to FUNCTIONAL EXAMINATION x 
ELKOP PERIPHERAL CrrcuLaTIoN. W. BLAICH, Arch. klin. u. exper. Dermat. 208:63-73, 1958. 


T Photoelectric plethysmography was carried out in 100 patients with neurodermatitis. In- 
“creased tonus sot the pepjherat $ arterial circulation in form of vasoconstriction was found. 
~~ HOLLANDER, Springfield, Mass. 


a 


"Foo FLORA oF TONSILS. T. Hina Arch. klin. u. exper. Dermat. 208 :74-80, 1958. . 


Rie “ Cultural examination of the content of crypts of tonsils removed from 260 patients with 
` tonsillitis showed 55% Candida, 41% Actinomyces, and 4% Hyphomycetes. Under normal 
-conditions the mycotic saprophytes remain indifferent to the tonsils. Only in case of incrustation i 

k Jof fungal element$, mechanical irritation of the tonsillar tissue may lead to inflammation. 

~ hee HoLLANDER, Springfield, Mass. 
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Pempnicom PELLÄCRA WITH CHANGES or Nerves oF SKIN. G. W. KORTING, Arch. klin. u. 
Fa _ exper. Dermat. 208 :81-92, 1958. | 

oori, 56-ye r-old farmer with pellagra showed Hifas lesions of various parts of the body. 
ai Histologi ally, no acantholysis was found. Bullous formation was subcorneal. There was 






of ‘the perinenrium, homogenization of the myelin sheath, and atypical staining ae the axis 
a banned with cresylecht violet showed metachromasia of the endoneurium. 
HOLLANDER, Springfield, Mass. 


A, ~ 
r l 
AR ‘ 
whe 3 » 






+4 


os 


174/748 


